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gestalt es against tetanus is of special 
interest to physicians who deal with adoles- 
cents. Members of that age group, because of their 
athletic and other activities, suffer frequent minor 
injuries, and the question of whether or not to 
give tetanus antitoxin prophylactically arises re- 
peatedly; one must frequently choose between the 
dangers, discomforts and horse-serum sensitization 
of tetanus antitoxin and the possibility of tetanus 
following an apparently trivial wound. The pres- 
ent development of tetanus toxoid, reports of its 
efficiency in producing a protective level of anti- 
toxin in the recipient’s serum, and evidence that 
its administration is only rarely accompanied by 
unfavorable reactions appear to have solved, to a 
considerable extent, the problem of tetanus 
prophylaxis. 

Inevitably, when the widespread use of a new 
prophylactic measure is suggested, attention be- 
comes focused, and usually to an unreasonable 
extent, on the frequency and degree of unfavor- 
able reactions produced by that agent. Hall,’ in 
reporting the results of immunizing 2300 midship- 
men, states that only 1 developed urticaria, only 2 
had fever and malaise, and only 8 complained of 
sore arms after the first dose of alum precipitated 
tetanus toxoid; following the second dose, 1 case 
of anaphylactic shock, 4 cases of urticaria and 
38 sore arms developed. During the following 
year, 793 men were immunized with a different 
preparation of toxoid, and an unfavorable reaction 
occurred in only 1 case. Whittingham,” in report- 
ing the immunization of 61,000 men in the Royal 
Air Force, states that only 5 had malaise and fever 
and that 9 developed urticaria. A group of 186 
allergic children, ranging from three to fifteen 
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years of age, were immunized by Peshkin,? with- 
out any disturbing reactions: only 2 had a brief 
elevation in temperature. 

The various objectionable features of tetanus 
antitoxin and the low incidence of unfavorable 
reactions from tetanus toxoid in such groups as 
those mentioned above, together with the appar- 
ent efficiency of toxoid in raising the serum anti- 
toxin to a protective level, made us urge the par- 
ents of a group of adolescents under our care to 
have them actively immunized against tetanus. 
Extensive experience in the use of tetanus toxoid 
among adolescents is apparently lacking, and 
because of the frequency of unfavorable reactions 
from diphtheria toxoid in this age group, we 
approached our project more conservatively than 
the experience of others with different age groups 
seemed to justify. 


Rogers* has emphasized the desirability of this 
immunization for all allergic children, in whom 
the reports of Peshkin*® and Unger’? indicate that 
unfavorable reactions are uncommon. However, 
recent orders from the War Department® suggest 
that allergic persons be skin tested and, if the 
skin test is positive, be given tetanus toxoid in 
divided doses; to be ultraconservative and also to 
determine the skin reactivity to toxoid in those 
persons both with and without an allergic history, 
we decided to test each boy in our series prior to 
each immunizing dose of tetanus toxoid. The 
results of these skin tests, the incidence of unfavor- 
able reactions and the relations between these skin 
tests, reactions and various allergic states are 
reported. 


METHOD 


Permission to give tetanus toxoid was obtained 
from the parents of about 500 boys, who ranged in 
age from thirteen to nineteen years. Alum precipi- 
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tated toxoid in two doses of 1 cc. each was given; 
the interval between doses ranged from four to 
seven weeks. Prior to each dose, 0.1 cc. of a 
1:10 physiologic saline dilution of the tetanus 
toxoid was injected intradermally, and after an 
interval of ten minutes, the skin reaction was 
recorded; in the rare cases in which the skin re- 
action was very strongly positive, the undiluted 
toxoid was given in divided doses —0.1, 0.2, 0.3 
and 0.4 cc.—on four successive days. The degree 
of “sore arm” and of malaise, as recorded, was 
based on questions directed to each boy, and was 
obviously greatly influenced by the boy’s person- 
ality as well as by our interpretation of his state- 
ments. 


RESULTS 


Table 1 presents the results of skin testing with 
a 1:10 physiologic saline dilution of tetanus toxoid 
that was injected intradermally before the first 


Taste 1. Results of Skin Tests before Tetanus Toxoid 


Immunization. 

REACTION No. OF PERCENTAGE 

Cases oF TOTAL 
Less than 10 mm. in diameter (-)....... 95 18.7 
30 mm. or more (+ +4)... 13 2.5 


immunizing dose was administered. Eight per 
cent of the entire group showed a skin reaction 
measuring 10 mm. or more in diameter, and 3.7 
per cent showed a strongly positive (+--+ or 
+-++-+) reaction. 

Table 2 lists the incidence of asthma, hay fever, 
previous tetanus antitoxin prophylaxis and hay 
fever or asthma prophylactic therapy in each 
group. The large percentage of boys who had 
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tetanus-antitoxin prophylaxis or allergy and only 
5 of the 19 who had strongly positive skin tests 
gave a history of asthma or hay fever. The fact 
that 23 per cent of the +++ reactors had 
asthma is worthy of attention, but this seems less 
significant in view of the large number of those 
with asthma who had negative skin tests. It is 
of interest that of the 10 students who regularly 
received some sort of allergy prophylaxis, only 1 
had an initial skin test with diluted tetanus toxoid 
greater than 20 mm. in diameter. 

Table 3 shows clearly that the highest percentage 
of students having a history of various allergic states 
or previous prophylaxis always fell in the group 
with negative skin tests and that only relatively 
small percentages of each of these had strongly 
positive reactions. 

The changes in skin reactivity following the 
inoculation of the first 1-cc. dose of tetanus toxoid 
and measured just before the administration of the 
second prophylactic dose were recorded. The 
entire group was not given a second skin test, but 
no boy whose first test was positive was omitted. 
Negative skin tests were recorded at both times 
in 318 cases; 109 others had approximately the 
same degree of reaction at both the first and second 
skin tests. In 10 cases, the first skin test measured 
less than 20 mm., and the second test was recorded 
as negative; second tests were recorded as + in 
10 subjects whose initial tests were negative. 
Three boys whose initial skin test was recorded 
as ++ had at their second test a + reaction, 
and 9 whose initial skin test was + had a skin test 
of ++ or +++ following their first immu- 
nizing dose of toxoid; in only these last 12 cases 
(2.6 per cent), was there a significant change in 
skin reactivity subsequent to the inoculation of an 
immunizing dose of tetanus toxoid. Of the 9 
boys whose initial skin test was = or nega- 


Taste 2. Incidence of Asthma, Hay Fever and Previous Tetanus and Allergy Prophylaxis according to Reactions. 


No History oF ALLERGY History History Previous Previous 

REACTION TO ToraL No. OR PREVIOUS OF OF TETANUS ALLERGY 
Skin Test OF CASES PROPHYLAXIS ASTHMA Hay Fever PROPHYLAXIS PRopHYLAxIs 

NO.OF PERCENT- NO. OF PERCENT- NO. OF PERCENT- NO. OF PERCENT- NO. OF PERCENT- 

CASES A CASES AGE CASES AGE CASES AGE CASES AGE 
Negative ....... 373 245 65.7 13 3.5 45 12.1 84 22.6 5 1.4 
~ Or re 95 61 64.2 3 3.1 21 22.1 18 18.9 3 3.1 
22 14 63.7 2 9.1 2 9.1 6 27.3 4.5 

6 2 33.3 0 0 QO. 0 4 66.7 0 0 
ere 13 5 38.4 3 23.1 2 15.4 3 23.1 1 aa 

Totals ...... 509* 327 21 70 115 10 


*The total number of cases (509) does not correspond to the total number of histories (543) since many of the boys were classified in more than 


one group. 


been given tetanus antitoxin in the past is inter- 
esting, but the most significant fact is that about 
36 per cent of the group that was strongly posi- 
tive to the skin tests gave no history of previous 


tive and whose second test was +-+ or 
+-+-+, 1 had asthma, 5 had hay fever, and 2 of 
these and 1 other had been given tetanus anti- 
toxin in the past; 2 of these 9 boys had neither 


a 
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an allergic history nor a previous dose of tetanus was omitted. No anaphylactic reactions occurred: 
antitoxin. Fifteen boys were given tetanus toxoid 3 boys “felt faint” directly following their inocula- 


in divided doses on the basis of strongly positive tions, but their apprehension and pallor before in- 


Taste 3. Incidence of Reactions according to History. 


- = + ++ 
TOTAL 
— Ne. NO. PER- NO. PER- NO. PER- NO. PER- NO. 
HISTORIES OF CENT OF CENT OF CENT- OF CENT- oF CENT 
ASES AGE CASES AGE CASES AGE CASES AGE CASES AGE 
No history of allergy or previous prophylaxis. . 327 245 74.9 61 18.7 14 43 2 0.6 5 1.5 
21 13 61.9 3 14.3 z 95 0 3 14.3 
History of hay fever..............cccccccceee 70 45 64.2 21 30.0 2 2.9 0 ~ 2 2.9 
Previous tetanus prophylaxis................. 115 84 73.0 18 15.7 6 5.2 4 3.5 3 2.6 
Previous allergy prophylaxis................. 10 5 50.0 3 30.0 l 10.0 0: - 1 10.0 
543 392 106 5 6 14 
skin reactions; in 11, the initial and second skin oculation indicated that these reactions were 
tests were approximately the same; in 4, the skin psychogenic. 


reactivity at the time of the second test was re- 
corded as +. 

Table 4 shows that only about 16 per cent of 
the boys who had strongly positive skin tests 
complained of very sore arms or any malaise after 


Taste 4. Incidence of Effects following Both the First 
and Second Immunizing Doses of Toxotd according 
to the Degree of Skin Reactivity before the First Dose. 


Table 5 presents the incidence of unfavorable re- 
actions among boys with a history of hay fever 
or asthma, or both, as compared with the re- 
actions in those without history of allergy. It is 
obvious that there was no striking difference in the 
incidence of reactions in the two groups. 


Discussion 


Our experience and that of many others clearly 
indicate that immunization with tetanus toxoid is 


Torat anes a practical, safe and very desirable procedure; im- 
Munization at an early age and in combination 
Sore arms with diphtheria antitoxin appears to be the meth- 
od of choice, but our results indicate that the use 
Malaise of tetanus toxoid is satisfactory during adolescence. 
The relatively high incidence of unfavorable re- 
Admitted to infirmary... 12 Se ce ee actions from diphtheria toxoid during adolescence 
and our belief that results obtained in other age 
Sterile abscesst ........ 2 eee eee groups should not be applied without careful in- 
Urticariat 9 0 0 © 18 vestigation to adolescents were factors that in- 
Anaphylactic reaction... 0 0 0 0 0 0 


*Two boys in this group were given toxoid in divided doses. 
tAfter each dose. 


tUrticaria also following the second skin test; second immunizing dose 
not given. 


8This boy was given toxoid in divided doses. 


the first dose of toxoid, and that a moderate num- 
ber of those who had similar complaints had neg- 
ative skin tests. 

Of the 12 boys admitted to the infirmary be- 
cause of headache, malaise and fever, all of about 
twenty-four hours’ duration, none had a positive 
skin test. Two boys, whose skin tests were nega- 
tive, developed sterile abscesses at the site of in- 
jection a few days following both the first and sec- 
ond inoculations. Another, whose skin tests were 
strongly positive, developed giant urticaria after 
his first inoculation, given in divided doses; the 
second skin test was followed within four hours by 
the development of giant urticaria (which respond- 
ed to adrenalin), and the second immunizing dose 


terested us in the skin reactivity of this group to 
diluted tetanus toxoid. Because of the hesitancy 
of some physicians to give this prophylaxis to 
allergic persons, who obviously need it most, and 
because of recent War Department orders to pro- 
ceed with caution in the immunization of all al- 
lergic persons, it is interesting that skin sensitivity 
to diluted tetanus toxoid is far from limited to 
members of the group having a history of allergy, 
and that although about 38 per cent of those having 
strongly positive skin tests had either asthma or 
hay fever, only about 14 per cent of those 
with asthma had strongly positive skin tests. Local 
and systemic reactions were no more frequent 
among those with positive skin tests to tetanus tox- 
oid than among those who did not exhibit such 
sensitivity, but these results may have been affected 
by our procedure in giving divided doses to 
strongly positive subjects. A significant number 
(36 per cent) of boys with strongly positive skin 
tests gave no allergic history, and a considerable 
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number of those who had unfavorable reactions 
had both a negative skin test and a negative al- 
lergic history; it appears that neither skin re- 
activity to tetanus toxoid nor history of previous 
allergic manifestations is a reliable indicator of the 
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SUMMARY 
Five hundred and nine boys ranging from thir- 
teen to nineteen years of age were given two im- 
munizing doses of tetanus toxoid without sub- 
sequent development of serious local or systemic 


Taste 5. Comparison of Unfavorable Reactions Occurring in Boys with and without a History of Allergy. 


I 
Torat Sore ARMS MALAISE Apscress URTICARIA 

No. oF NO PER- NO. PER- NO. PER- NO. NO. 

CASES OF CENT- OF CENT- OF CENT- OF OF 

CASES AGE CASES AGE CASES AGE CASES CASES 
75 16 21.3 3 4.0 2 2.7 0 0 
No history of allergy.................... 434 75 17.0 16 3.7 10 2.3 2 1 
509 91 19 12 2 1 


possibility of local or systemic reaction. Fortunate- 
ly, no anaphylactic reactions were encountered in 
this group; one can only speculate whether anaphy- 
lactic or other reactions might have developed in 
any of the 15 boys whose skin tests were strongly 
positive had they been given full instead of divided 
doses of tetanus toxoid, but we do know that un- 
favorable reactions were negligible, except for 1 case 
of urticaria in this group. Four boys who had +--+ 
skin tests were given full doses of toxoid: none 
of them had immediate unfavorable reactions, and 
none subsequently complained of sore arms or re- 
quired admission to the infirmary, and only one 
complained of slight malaise. It seems necessary, 
before either the value of skin testing or the de- 
sirability of giving small divided doses to per- 
sons positive to the skin test can be determined, to 
investigate further the relation of anaphylactic or 
other severe reactions to skin sensitivity to toxoid 
and the incidence of severe reactions in strongly 
positive tests when toxoid is administered in full 
rather than divided doses. On the basis of our 
experience, the conservative and safe procedure in 
immunizing members of the adolescent age group 
is to precede the inoculation of tetanus toxoid by 
a skin test; little time or effort can be lost by 
this procedure, and until a more extensive experi- 
ence with adolescents is available, conservatism is 
certainly commendable. Our results indicate that in 
only a small number of cases did initial mild skin 
reactions change to more strongly positive ones 
following the administration of the first dose of 
toxoid, and unless one is to be ultraconservative, 
a skin test prior to the second immunizing dose 
is hardly indicated. 


reactions; the incidence of unfavorable reactions, 
however, was apparently higher in this group than 
among either younger or older subjects. 

Strongly positive skin tests to diluted tetanus 
toxoid were recorded in 3.7 per cent of the group; 
1 case of urticaria occurred, 2 sterile abscesses de- 
veloped, and 12 subjects had sufficient malaise and 
fever to warrant infirmary care for twenty-four 
hours. 

There is apparently little relation between 
known previous allergic states and skin sensitiv- 
ity to diluted tetanus toxoid. 

Neither skin sensitivity to diluted tetanus tox- 
oid nor elicited previous history of allergic mani- 
festations was found to be a reliable criterion 
on which to predict skin sensitivity or the de- 
velopment of unfavorable local or systemic re- 
actions. 

Fifteen of the 19 boys whose skin tests were 
strongly positive were given toxoid in four divided 
doses; no unfavorable reactions occurred in this 
group. 

Until further experience with this age group is 
evaluated, it is suggested that skin tests with 
diluted tetanus toxoid be made prior to the ad- 
ministration of each immunizing dose. 
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ADEQUATE CLINICAL RECORDS —A PROFESSIONAL RESPONSIBILITY* 
Josepu H. Prarr, M.D.* 


BOSTON 


T is a fact as remarkable as it is disturbing that 

physicians on the whole do not realize the value 
of medical records of the patients under their care. 
This neglect is all the more surprising because 
leading medical teachers have by precept and ex- 
ample emphasized the value of the clinical history 
and of careful observations made at the bedside. 
The injunction to observe, to record and to analyze 
has often been made. It is necessary to have as 
good medical records in a small hospital as in 
a large one because the patient presents the same 
problems in each: he is entitled to thorough study 
and his record should be written promptly, ac- 
curately and completely. 

Dr. Malcolm T. MacEachern,’ director of hospital 
activities of the American College of Surgeons, 
states: “Prior to the commencement of the hos- 
pital standardization program in 1918, only a lim- 
ited number of hospitals in the United States, less 
than one hundred, kept medical records of an ac- 
ceptable type. The remainder of the hospitals 
had scant information other than that found 
in the nurses’ notes.” The minimum standard es- 
tablished twenty-four years ago by the American 
College of Surgeons and efforts to secure its en- 
forcement have resulted in some improvement, 
but much remains to be done. Clause 4 of the 
minimum standard relates to medical records; it 
states, “that accurate and complete records be writ- 
ten for all patients and filed in an accessible man- 
ner in the hospital. . . .” It defines a complete 
medical record as one that includes identification 
data, complaint, personal and family history, his- 
tory of the present illness, physical examination, 
special examinations, provisional or working di- 
agnosis, medical or surgical treatment, gross and 
microscopic pathological findings, progress notes, 
final diagnosis, condition on discharge, follow-up 
and, in fatal cases, autopsy findings. Unfortu- 
nately, many hospitals —even some of those ap- 
proved by the American College of Surgeons — 
keep records that are far from satisfactory. The 
fault lies in the failure of the members of the 
medical staff of the hospital to become “record 
conscious.” Much of the blame can be traced 
back to the clinical teachers in the medical schools, 
who did not instill into the minds of their students 
the necessity of keeping detailed records if they 
are to do justice to themselves or to their patients. 


*Read at the twentieth meeting of the New England Hospital Assembly, 
Boston, March 11, 1942. 

¢Professor of clinical medicine, Tufts College Medical School; physician- 
in-chief, Blew England Medical Center. 


Hippocrates,” in the dawn of history, recorded as 
accurate observations as were possible at that time 
and made daily progress notes in acute cases. An 
example, selected almost at random, is Case 4 from 
the 26 cases he collected for his third book on epi- 
demics: 


In Thasus, Philistes had headache of long continu- 
ance, and sometimes was confined to bed with a tend- 
ency to deep sleep; having been seized with continual 
fevers from drinking, the pain was exacerbated; during 
the night he at first became hot. On the first day 
he vomited some bilious matter, at first yellow, but 
afterwards of a verdigris-green color and in greater 
quantity; formed feces passed from the bowels; passed 
the night uncomfortably. On the second day, deafness, 
acute fever, retraction of the right hypochondrium; 
urine thin, transparent. ... On the third in an uncom- 
fortable state. On the fourth, convulsions. All the 
symptoms exacerbated. On the fifth early in the morn- 
ing, died. 

This record presents clearly and objectively, four 
hundred years before the birth of Christ, what ap- 
pears to be a fulminating case of meningitis. There 
is great need today of cultivating this ancient dil- 
igence of Hippocrates in the recording of medical 
cases. 

Laénnec, the greatest name in medicine after 
Hippocrates, based his epoch-making work in 
auscultation on his records of detailed physical 
findings and his autopsy notes in diseases of the 
chest. 

As an illustration of how bad records are today, 
I cite the following recent experience. I saw a pa- 
tient on the eighth day of her illness and made the 
following note: 


February 17, 1942: Mrs. S. K., aged 31. Complains 
of frequent chills and fever. 

Present Illness: Onset with a sore throat on Febru- 
ary 10. The next day cough began and she had a 
tight feeling behind the sternum. On the night of 
February 12, she awoke feeling very hot; she took her 
temperature and found it to be 102.5°F. Doctor called 
the morning of February 13; examination of the chest 
was negative, but the temperature was not taken. The 
patient raised much greenish sputum on the following 
day; previously, the cough had been dry. She had 
a series of shaking chills lasting half an hour or so 
beginning on the night of February 14, followed by a 
sense of great heat. On February 15, the temperature 
reached 101.5°F. Yesterday morning about 7 o’clock, 
it was 100°F. At 11:30, it was 98.6°F. At about 
4 p.m., the temperature was 103.5°F. A shaking chill 
occurred in the middle of the night. 


Examination of the chest was negative. Although 
the oral temperature at the time of examination 
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was 101.1°F., the respirations were only 16. There 
was no leukocytosis, and the urine was normal. 
It was evident that this was an unusual case that 
demanded careful study for a correct diagnosis. 
The patient was sent to an excellent small hospital 
in a neighboring town where resident physicians, 
a full-time roentgenologist and a pathologist were 
on the staff. 

The history of the present illness, taken by a 
salaried resident physician, was as follows: “Chief 
Complaint: Chills and fever. Burning on urina- 
tion. Date of onset week today, which began as a 
heavy chest cold.” No attempt at a record would 
have been better because two of the three state- 
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ments made were false and hence misleading: the 
patient had had no burning on urination, and she 
had not had a chest cold. 

On inquiry, I found that there was no super- 
vision of this resident’s records. The history as I 
have given it stands as the official record. The case 
history as given by me was typical of virus pneu- 
monia, a disease that has only recently been recog- 
nized and presents a striking and characteristic 


clinical picture. This was subsequently proved to 
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be the correct diagnosis. The resident, of course, 
learned nothing from his so-called “study” of the 
case. Because this history was the worst I think 
I have ever read in my experience of forty-seven 
years, I interviewed the young man and found that 
he had graduated from an unrecognized school, 
where he had had no practical instruction or ex- 
perience in case taking. He had served an intern- 
ship in a large hospital, where he had had a large 
experience in case taking, but his clinical histories 
had been accepted without correction and his rec- 
ords had never been supervised by the attending 
physicians. 

A pleasing contrast to the unsatisfactory state 
of medical records in many hospitals of New Eng- 
land today is presented by an examination of the 
medical records of the Massachusetts General 
Hospital made over a hundred years ago (Fig. 1). 

This hospital was opened in September, 1821. 
Since that date, the records have been carefully 
preserved. The first 50 cases were bound to form 
Volume 1 of the medical records. For about a 
hundred years thereafter, each series of 50 cases 
was bound in a separate volume. These early case 
reports are worthy of study. The history of the 
very first case was written out in detail (Fig. 2). 
The careful penmanship attests to the value at- 
tached to the clinical record. I have read that the 
physician’s notes were copied for the official record 
by the hospital apothecary, who wrote a fine hand. 
James Jackson was the physician-in-chief. His 
opinion of the worth of medical records is attested 
by his own statement: 


It has been the practice at the Massachusetts General 
Hospital, in the medical department, to note the state 
of the patient every day, in acute cases, as our records 
show. It has been our intention to inquire into the 
state of all the functions in the beginning of each case, 
and more or less fully from day to day. But we have 
been willing to diminish the labor of our records by 
mentioning only the functions which manifested dis- 
ease, while oftentimes we made no records of those 
which appeared healthy. Unless it was certain, how- 
ever, that this course was uniformly pursued, it is 
obvious that there must be some uncertainty in any 
given case, whether something had not been omitted. 
There is no doubt that our negligences have been so 
frequent that our records cannot be relied on, except 
for what is positively stated. Nor can we say that 
our inquiries have been sufficiently full originally. 
We have often failed in learning and still oftener 
in stating the previous histories of our patients... . 
In the first years we were the most deficient, but we 
have made our observations with more and more care 
as we have proceeded. 


He wrote these words in his classic report on ty- 
hoid fever,* icated he Massach 
phoid fever,’ communicated to the Massachusetts 
Medical Society in 1838. 

Where did Dr. Jackson get his conviction of the 
significance of hospital records, which possessed 
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him when he first took charge of the medical work 
at the hospital in 1821? Doubtless, the answer is, 
From his teachers in Great Britain, where he 
“walked” the hospitals of London and Edinburgh 
in 1800. It seems evident that the case records of 
these British hospitals must have been good and 
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Figure 2. 


that he took them as a model when the Massachu- 
setts General Hospital was opened. Additional 
evidence of the importance attached by Scottish 
hospital physicians to clinical records in the first 
half of the last century was the custom, introduced 
by them, of giving the name of the clinical clerk 
who made the record when they published the 
notes of the case in a medical paper. 

It is of interest to discover and give credit to 
the physician who first taught and practiced the 
approved modern plan of making and recording 
a thorough clinical history and complete physical 
examination. I am convinced from my reading 
that this honor belongs to the great French phy- 
sician, Pierre Charles Alexander Louis. In addi- 
tion to a careful history of the family, the past 


diseases and the present illness, we have the testi- 
f J. kson* th: 

mony of James Jackson* that Louis made and re- 

corded more thorough observations than any of his 

predecessors: 


He nottd the actual phenomena present at his exam- 
ination, depending for this not only on the statement 
of the patient, but on his own senses, his eyes, his ears, 
and his hands . . . he was not satisfied with noting the 
functions, in which the patient complained of disorder, 
but examined carefully as to all the functions; recording 
their state as being healthy or otherwise, and even 
noticing the absence of symptoms which might bear 
on the diagnosis. 


1 have heard Osler refer to Louis as the patron 
saint of the Massachusetts General Hospital, but 
it was not the influence of Louis that first led 
James Jackson to keep good records from the 
opening of the hospital. This is a known fact, 
since Jackson has left on record the statement 
that he first learned of Louis’s work in 1830. 
This was nine years after the opening of the hos- 
pital. His later debt to Louis, he freely acknowl- 
edged. The value of making and recording the 


physical examination in the manner outlined 


above, was taught him by Louis. In the first case 
admitted to the hospital, there was not a single 
entry on the objective symptoms and signs pre- 
sented by the patient at the time of his entry, the 
record dealing solely with the present and past 
history. This defect was soon remedied, and it 
was not long before careful notes were made of 
the objective findings. 


In the summer of 1833, James Jackson, Jr., then 
twenty-three years of age, returned to Boston after 
nearly two years of study in Paris, carried on 
chiefly under the direction of Louis. On the morn- 
ing of October 15, 1833, young Jackson went to 
the Massachusetts General Hospital, where he ex- 
amined a patient ill with typhoid fever, who had 
been admitted on the previous evening to his 
father’s service, and recorded the following notes 
on the case (I give them in full as they furnish 
convincing evidence that the quality of this med- 
ical record, made one hundred and eight years ago, 
and the care and thoroughness of the observations 
were of a high order): 


October 15, 1833—S. K., aet. 32, unmarried, eyes, 
hair and complexion dark; maid-servant; born in 
Salem. Entered the hospital last evening. Ill since 
seventh instant, perfectly well before; on that day 
headache, distress and pain in limbs, anorexy, weak- 
ness, obliging her to go to bed. Since then she has had 
bad taste in mouth; no soreness of throat, nor dys- 
phagia; thirst; anorexy; nausea after taking too much 
liquid, but not at other tines; diarrhoea from the first, 
four or five dejections a day; urine not observed; cata- 
menia on 10th, lasting one day (they had occurred 
in order the week preceding); no chills; occasional 
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heat and sometimes sweat at night; no cough; nor 
dyspnoea, or very little of these; no pain in chest, 
nor palpitation; headache and dizziness; tinnitus auri- 
um and deafness; no epistaxis; no sleep; some delirium. 
On the 10th she had the following: Rx. hydr. subm. 
jalap. aa gr. viii— misce. After this some castor oil; 
and, the dejections, continuing too frequent, she had 
fifteen drops of tinct. of opium. After this she had not 
any important medicine. 

The above details were partly from the physician 
who had attended her. 

Now, October 15th, morning; — countenance, as well 
as mind, very stupid; memory treacherous; cannot tell 
how long she has been ill, though clear and positive 
as to existence, or non-existence of certain symptoms; 
features still, eyes fixed, looking melancholy; face pale 
or sallow, and evidently emaciated; since her entrance 
(five p.m. yesterday) no vomiting; great thirst of which 
only she has complained; two dejections, very watery, 
not dark, nor painful, quite offensive to smell, one 
of them a pint; through the night restless and watch- 
ful, and probably delirious, though silent, for she arose 
from bed and went to table for drink in absence of 
watcher, though she has seemed too feeble to rise up. 
Lips slightly dry; tongue dry, enlarged, protruded 
paruaily, a thin, brown coat over part of lobes; some 
soreness of gums, which have a white coat and give 
out a mercurial fetor; abdomen not swollen, nor pain- 
ful, but a little tender on pressure at epigastrium; 
some small rose pimples on abdomen, but no sudamina; 
spleen not felt; skin hot and dry; pulse varies from 112 
to 120, small, not soft; resp. 21, not difficult; no dilata- 
tion of alae nasi, but slight noise in nose; lies on right 
side. 


How shall the pressing problem of obtaining 
adequate medical records in small hospitals, as 
well as large, be solved? Various means have been 
suggested and applied with success. It is essential 
that the medical staff be convinced of the necessity 
of good medical records; this is a matter of educa- 
tion. The reasons for keeping case records have 
been well stated by Musser® as follows: 


Records of cases should be kept for obvious reasons. 
The habit compels a general survey of the case, and 
tends to prevent oversight in the examination. It 
naturally aids in the training of the powers of observa- 
tion. It teaches a precision in the narration of cases. 
The memory is aided by repetition and by lack of haste 
in ascertaining phenomena. The data are on record 
for more mature reflection, and to aid in the study 
of the literature of similar cases. The record is of value 
in case the patient returns for advice after a lapse of 
time. It may be of medico-legal value. The mental 
effect on the patient is good, for the taking of notes 
requires time and accurate, studied observation. In case 
it is desired to study a large number of cases, records 
are scientific data. 


No patient is adequately cared for by the hos- 
pital physician until all information bearing on 
the case has been elicited and recorded. To do less 
is to neglect the patient. If the physician realizes 
this, he can no longer offer the excuse that he is 
too busy to write notes, for this is tantamount to 
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saying he is too busy to care properly for his pa- 
tients. Notes do not have to be long to be ade- 
quate: a few sentences dictated at the bedside or 
at the operating table may be worth more than a 
page written the following day. Every hospital 
should, if possible, provide a secretary or a dicta- 
phone. 

In the preparation of the following suggestions 
MacEachern’s' writings have been helpful. 


1. Physicians might be convinced of the value 
of good clinical records if they were required on 
accepting an appointment to the medical or sur- 
gical staff, to sign a statement that they assume 
responsibility for seeing that all the records of 
patients under their care are written promptly 
and completely. This responsibility cannot be 
delegated to interns or residents. 

2. Residents, if properly trained, are of great 
aid in providing good records, but their work 
should be supervised by the attending physician, 
who should always make and record his own ob- 
servations. Otherwise, it is the record of the 
resident and not fair to either the physician or 
his patient. 

3. A medical-records committee should be ap- 
pointed. It is the duty of the chief-of-staff to 
see that this committee is active and efficient. It 
should review all records regularly, preferably 
weekly, and promptly refer back unapproved 
records to the responsible physician. 

4. A medical-records librarian should be pro- 
vided. She can judge the records quantitatively, 
if not qualitatively, and can furnish much aid to 
the medical-records committee. 

5. Evaluation of the medical record should 
first be done by the attending physician. 
MacEachern says that the practice is increas- 
ing of having the attending physician sign 
a statement reading as follows: “This is to certify 
that I have carefully reviewed the attached rec- 
ord, . . . and to the best of my knowledge, I 
find it accurate and complete.” He continues: 


To do its work thoroughly and impartially the 
medical records committee must have the authority 
of the medical staff to make frank and unprejudiced 
appraisal of each record. It also has the responsi- 
bility of reporting to the medical staff at each meet- 
ing regarding deficiencies. Medical records will 
only attain a proper standard of quality if they are 
actively reviewed in every hospital in a critical, con- 
structive, and unbiased fashion at stated regular 
periods, and reports made systematically to the 
administration and the medical staff. 


6. A medical audit may be carried out. This 
is based on an analysis of the discharge records of 
all patients and was devised by Dr. Thomas R. 
Ponton®; its introduction was aided by the Asso- 
ciation of Record Librarians of North America. 
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I have observed its successful employment at the 
Thayer Hospital, Waterville, Maine, where it 
was introduced by Dr. Frederick T. Hill. It is 
an additional aid in obtaining good medical 
records and may prove worthy of adoption by 
all hospitals. 


During the last few years, earnest efforts have 
been made by laywomen serving as record librari- 
ans, as their published papers indicate, to devise 
means for making hospital physicians record- 
conscious. Shades of Hippocrates, Louis and 
James Jackson! What a shock to these pioneers it 
would be to learn that the physicians of the present 
generation, who pride themselves on the high po- 
sition attained by scientific medicine, have neg- 
lected the very foundations on which scientific 
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medicine rests— namely, the careful observation 
and recording of facts obtained by the unaided 
senses — the eyes, the ears and the hands — of the 
examiner. Physicians in small hospitals often la- 
ment the lack of laboratory facilities for special 
tests, but they still neglect the all-important meth- 
ods available to all. 

30 Bennet Street 
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THE DRUG THERAPY OF MIGRAINE HEADACHE* 


Lowe. S. Trowsriper, M.A.,t Treropore J. C. von Storcu, M.D.,¢ 
anp Mayor Merritt Moors, M.C., A.U.S.§ 


BOSTON 


NTIL recently, migraine headache has been 

most difficult to control. However, since the 
advent of ergotamine tartrate, this drug has been 
effective in aborting or terminating 90 per cent of 
the attacks in 600 cases.’ In spite of such encour- 
aging results, older and nonspecific drugs continue 
to be used by those suffering from migraine, prob- 
ably because of ignorance on the part of the lay 
public concerning the existence of ergotamine tar- 
trate. To compare the results obtained by specific 
(ergotamine tartrate) therapy and nonspecific ther- 
apy, the effects of various medications used by 200 
patients were analyzed in terms of the patients’ 
evaluation of the various drugs. Ergotamine tar- 
trate was employed in the Out-Patient Department 
of the Boston City Hospital. The other drugs 
were used by the patients on their own initiative 
or were prescribed by physicians outside the hos- 
pital. All the observations are subjective and 
were elicited directly from the patients. 

The diagnosis of migraine was determined ac- 
cording to criteria previously specified by one of 
us.” The patients were asked to name the drug 
or drugs used by them to relieve their headaches 
and to evaluate the relief obtained. 

The analysis of patients’ reports on their ex- 
perience with various therapies included only 
drugs that, in our opinion, had been used by the 
patient long enough to permit him to evaluate 
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them accurately. There were two steps in the 
analysis of the data: classification of drugs in 
groups according to their type or site of action, 
and a compilation of the number of patients who 
had used drugs in each group with their subjec- 
tive opinion of the result of such use. Most pa- 
tients had employed several—in some cases, as 
many as ten drugs—in their search for relief. 
There were eight groups comprising forty-eight 
different drugs that had been tried from time to 
time. Individual patients had used these drugs for 


Taste 1. Comparative Effect on Migraine Headache of 
Various Drugs. 


Errecr 
INVARI- FRE- USUALLY INVARI- 
No. ABLY QUENTLY IN- ABLY 
Drucs OF coM- ADE- ADE- UNOB- 
PATIENTS PLETE QUATE QUATE TAINED 
RELIEF RELIEF RELIEF 
% % % % 
Vasoconstrictors 54 80 4 9 
Narcotics 41 44 12 10 34 
Barbiturates 25 20 16 12 52 
Analgesics 186 16 19 12 53 
Gastrointestinal 25 16 8 24 52 
Bromides 25 8 20 4 68 
Endocrines 15 7 0 7 86 
Patent nostrums 29 4 14 10 72 


various periods, ranging from a single trial to the 
prolonged use of a drug for more than fifty doses. 
The therapeutic results, as reported by the pa- 
tients, are summarized in Table 1. 

The group of vasoconstrictors included the cere- 
bral vasoconstrictor, caffeine,® and the dural vaso- 
constrictor, ergotamine.* Both seemed to be highly 
effective, although the small number of patients 
who had tried caffeine (6 cases) precludes an 
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adequate evaluation of this alkaloid. Eighty per 
cent of those using ergotamine reported complete 
relief from the migraine attacks. Because some 
used the drug orally and others by hypodermic, 
the percentage relieved is a composite of the re- 
lief obtained by the less effective oral and highly 
effective parenteral routes.° 


The narcotic group consisted of morphine, pan- 
topon, codeine and scopolamine. Morphine and 
codeine were most effcctive, the former being re- 
ported to be completely effective in 59 per cent 
of the patients who used it. However, relief was 
conditional on the ability of the narcotic to cause 
sleep or to depress the patient’s general physio- 
logic state. 

The barbiturates included phenobarbital, Pento- 
barbital and Allonal. Phenobarbital helped 16 per 
cent of the patients who tried it. 


Under analgesics were classified such drugs as 
acetanilid, acetylsalicylic acid, amidopyrine, phe- 
nacetin and various proprietary remedies contain- 
ing these substances. Acetylsalicylic acid was suc- 
cessful in giving relief to 10 per cent of the 186 pa- 
tients assumed to have tested it adequately. 

Among the drugs acting on the gastrointestinal 
system were dilute hydrochloric acid, sodium bi- 
carbonate, Seidlitz powders and various proprie- 
tary preparations; Seidlitz powders were the most 
effective of this group, 18 per cent of its users 
reporting it helpful. These remedies did not seem 
to act directly on the headache, but rather relieved 
the distress due to nausea and vomiting, so that 
their value in alleviating discomfort from mi- 
graine is secondary if not open to question. 

Of the bromides, including Bromo-Seltzer and 
the various bromide salts, Bromo-Seltzer was 
slightly more helpful than the other drug prepara- 
tions, but as a whole this group may be said to 
be relatively ineffective in migraine therapy. 

Although not many patients in this study were 
treated with endocrine substances, the results are 
included as evidence concerning the casual use 
of endocrines for migraine. Thyroid, Theelin, 
Progynon, Hormatone and anterior pituitary ex- 
tract were administered. Only 1 patient was sat- 
isied with the relief obtained. This patient re- 
ceived pituitary extract. Obviously, these obser- 
vations are not sufficient to warrant any comment 
other than that they reflect the results usually ob- 
tained from casual application of endocrines in of- 
fice practice. 
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Because of the widespread advertising of pro- 
prietary medicines described as “headache reme- 
dies,” it is remarkable how few migraine suf- 
ferers have tested them. Of the 29 who did, only 
4 per cent obtained adequate relief. 

In addition to the cases analyzed above, various 
drugs acting on the autonomic nervous system were 
used without success. Seven patients used vasodi- 
lators, but none were adequately relieved. Lax- 
atives were reported as fairly helpful by 4 of the 
7 patients trying them. 


SUMMARY 


It may be said that many misinterpretations are 
made in the evaluation of headache remedies, es- 
pecially in the therapy of migraine. In this study, 
there was considerable difficulty with some of the 
patients in determining whether the particular 
headache treated by a given drug was actually mi- 
grainous, although the patient suffered from mi- 
graine attacks at certain times. Side actions of the 
various drugs may have afforded some secondary 
relief without affecting the headache itself. 

The greatest relief was from drugs in the vaso- 
constrictor group, consisting mainly of favorable 
repors on the use of ergotamine tartrate by 80 
per cent of its users, in spite of the unpleasant 
and pronounced side actions. This re-emphasizes 
the observation that drugs causing vasoconstric- 
tion of the branches of the external carotid artery® 
are by far the most successful in terminating or 
aborting migraine headaches. Analgesics were 
tested most frequently by the greatest number of 
cases, but with comparatively unsatisfactory re- 
sults. 

Perhaps newer therapeutic methods, such as oxy- 
gen inhalation,’ vitamin Bi therapy® and arterial 
ligation® will prove effective in the future. Until 
such time, ergotamine tartrate remains the most 
effective means of terminating a migraine attack. 
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INTRINSIC DISEASES OF THE LIVER SIMULATING ACUTE CHOLECYSTITIS 


First LreurENANT Know es B. Lawrence, M.C., A.U.S.,* anp Howarp M. Crute, M.D.* 


BOSTON 


be RECENT years many surgeons have accept- 
ed the principle of early operation as the safest 
method of handling acute cholecystitis. This means 
that surgery in many such cases will be done as 
soon as the patient’s condition permits and before 
time has allowed elaborate laboratory studies. It 
is frequently necessary, therefore, to differentiate 
clinically between acute cholecystitis and certain 
other upper-abdominal conditions that may be 
more suitably handled by conservative means. Our 
recent experience shows that certain intrinsic dis- 
eases of the liver may simulate acute cholecystitis 
so closely that clinical differentiation is difficult, if 
not impossible. 

The pathologic changes in acute cholecystitis in 
the early period — that is, the first twenty-four to 
seventy-two hours after onset—are essentially 
mechanical in character, as has been demonstrated 
by a number of investigators at this clinic’ and 
elsewhere.2"*? The process starts with the block- 
ing of the cystic duct, usually by an impacted gall- 
stone. The resulting edema and venous stasis in 
the wall of the cystic duct plus obstruction to the 
outflow of gall-bladder contents set up a vicious 
circle resulting in a high degree of vascular and 
lymphatic block of the entire gall bladder. Local 
ischemic necrosis of the gall-bladder wall may then 
take place, with perforation resulting if the area 
involved is large enough. 

Changes such as these should, and usually do, 
produce a fairly standard clinical picture. Initially 
there is local colicky pain, acute or subacute in 
onset, as the gall bladder attempts to force an im- 
pacted stone through its too narrow cystic duct. 
Pain of such origin commonly radiates also around 
the right lower costal margin to’ the right scapular 
region. Nausea and reflex vomiting may occur 
in this stage. As the circulatory changes progress 
the gall bladder becomes distended, its musculature 
is less able to contract, so that the colicky pain is 
superseded by an intense dull ache, a visceral pain 
due to overstretching of the peritoneal coat. The 
viscus may then be palpable as a tense and very 
tender mass below the right liver margin. This 
is the stage in which the patient is often seen by 
the surgeon; it may occur a few hours to a few 
days after onset. Despite the usual absence of 
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bacterial inflammation, there is characteristically a 
slight rise in temperature and pulse rate and a 
moderate polymorphonuclear leukocytosis. Later 
an inflammatory reaction of the serosa may be 
manifested by tenderness and muscle spasm over 
the gall-bladder region. Perforation of the gall 
bladder with peritonitis is usually obvious to the 
examiner as an acute surgical emergency. 

Thus, when one considers acute cholecystitis in 
the light of the pathologic process, it becomes ap- 
parent that certain diseases of its neighbor, the 
liver, might well simulate its clinical picture. The 
following morbid mechanisms might be _postu- 
lated: necrosis in a tumor nodule growing more 
rapidly than its blood supply, thus causing a con- 
siderable reaction on the peritoneal surface; stretch- 
ing of Glisson’s capsule by an underlying heman- 
gioma, abscess or echinococcus cyst of the liver; 
and a more diffuse hepatic inflammation causing 
pain through both the above mechanisms plus pos- 
sible affection of the visceral sensorium — for ex- 
ample, a fulminating acute hepatitis or yellow 
atrophy. Fever, leukocytosis, systemic debility or 
reflex gastrointestinal symptoms may be as com- 
monly associated with certain of these conditions 
as with acute cholecystitis. 

At the Massachusetts Memorial Hospitals we 
have encountered several cases of intrinsic liver 
disease which simulated acute cholecystitis so close- 
ly that the diagnosis was often difficult and un- 
certain. These cases, with comments on their diag- 
nosis and management, are as follows: 


Case 1. A 56-year-old white woman entered the hos- 
pital complaining of right-upper-quadrant pain of 5 days’ 
duration. Fifteen years and 2 years previously she had had 
attacks of pain and indigestion and x-ray films were said 
to have shown trouble with the gall bladder. Similar 
symptoms set in 6 weeks before admission. She had had 
some vomiting also and diarrhea without blood. Five days 
before admission severe right-upper-quadrant pain began 
with radiation to the right posterior shoulder region, mild 
chills and fever. There was a 34-pound weight loss in 
3 months. 

On examination the patient appeared in acute pain. 
A tense, rounded, very tender mass, the size of a small 
fist, was felt in the gall-bladder region. The liver edge 
could be palpated 5 cm. below the right costal margin, 
rounded and slightly tender. On rectal examination a 
hard, polypoid mass involving the anterior rectal wall 
and invading the pararectal tissues, an obviously malig- 
nant neoplasm, was found. The admission temperature 
was 102.4°F., the pulse 100, and the white-cell count 
15,000, with 84 per cent polymorphonuclears. 

Laparotomy was performed shortly after admission, and 
the mass felt preoperatively was found to be a hard tumor 
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nodule imbedded in the liver. Just medial to it lay the 
virtually normal gall bladder. There were multiple tumor 
nodules throughout the liver, and a biopsy of one of these 
showed an anaplastic, rapidly growing metastatic adeno- 
carcinoma. The patient died 6 weeks later. 


The clinical picture in this case so closely sim- 
ulated that of acute cholecystitis that early opera- 
tion seemed the wiser course, despite the knowl- 
edge preoperatively of the patient’s carcinoma of 
the rectum. Had the routine rectal examination 
been omitted, as it is at times, unfortunately, the 
case for acute cholecystitis would have been even 
stronger. We surmise that the symptoms and signs 
in this case were due to necrosis within the large 
tumor nodule lying just to the right of the gall 
bladder. 


Case 2. A 67-year-old white man, a physician, was 
admitted because of bowel symptoms and weight loss. 
Five years previously a resection of 12 cm. of transverse 
colon had been performed for a “malignant polyp” at 
another hospital. 

The physical examination was essentially negative. The 
patient was studied in great detail without definite find- 
ings. Three weeks after admission he developed rather 
suddenly a severe right-upper-quadrant pain with tender- 
ness and spasm in the right subcostal region. The liver 
edge was palpable and possibly somewhat irregular. The 
temperature was 99.6°F. and the white-cell count 11,300, 
with 87 per cent polymorphonuclears, 

A previous cholecystogram had demonstrated a_prob- 
able chronic cholecystitis and cholesterosis. No stones 
were seen. In view of the clinical picture at this time 
a diagnosis of acute cholecystitis was considered, but the 
probability that the symptoms were due to metastatic liver 
disease was so strong that operation seemed unwarranted. 
The symptoms subsided somewhat, and the patient died 
several weeks later of general carcinomatosis, including the 
liver, and terminal pneumonia. 


Casz 3. F.B., an 83-year-old white man, was admitted 
to the Massachusetts Memorial Hospitals on April 16, 1942, 
complaining of severe right-sided abdominal pain for 
44 days’ duration. At first this pain was felt in the 
right midabdomen, then 24 hours later worked up into 
the right upper quadrant and beneath the costal margin, 
where it persisted as a fairly constant, severe aching pain. 
The pain did not radiate, but was severer when the pa- 
tient breathed deeply or moved about. 

During the previous year the patient had become in- 
creasingly constipated and had experienced frequent bouts 
of painless vomiting lasting a day or more, usually oc- 
curring when he was constipated. There was no pain 
associated with this. He had been passing gas satisfactorily 
up to the time of admission. There was no history of 
chest pain. The patient’s health prior to this trouble had 
been reasonably good for his age. He had had a supra- 
pubic prostatectomy for benign prostatic hypertrophy 3 
years previously. 

Examination showed an emaciated elderly man in ob- 
vious pain lying on his left side with the legs drawn 
up. The rectal temperature was 101°F., the pulse 92, 
and the blood pressure 118/80. Marked generalized arterio- 
sclerosis was noted. The heart and lungs were normal 
for the patient’s age. The abdomen was slightly distended 
and was resonant throughout. It was generally soft ex- 
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cept for definite spasm of the right-upper-quadrant mus- 
cles near the costal margin and definite tenderness over 
this same area. A poorly defined mass, possibly 6 cm. in 
diameter, could be felt and percussed in this area and 
seemed to come from beneath the costal margin. Peristal- 
sis was somewhat hyperactive throughout the abdomen. 

The white-cell count was 10,200, with 78 per cent poly- 
morphonuclears, and the red-cell count 3,190,000, with a 
hemoglobin of 64 per cent. The nonprotein nitrogen was 
43 mg. per 100 cc., and the icteric index 10. Urinalysis 
revealed a trace of albumin, many white cells and rare 
red cells. The urinary diastase was less than 4 units. A 
flat x-ray film of the abdomen showed no opaque cal- 
culi. The colon appeared distended with gas. A barium 
enema done the following day showed a diverticulosis 
and a diverticulitis of the sigmoid and colon without ob- 
struction. 

A provisional diagnosis of acute cholecystitis was made. 
It was thought that the process was localized and would 
probably subside with conservative treatment. In view of 
this and the patient’s extreme age, operation was deferred. 

The patient was given sulfadiazine by vein and by mouth 
and a sufficient quantity of intravenous fluids. He con- 
tinued to run a low-grade septic course with the tempera- 
ture ranging between 99.6 and 102°F. (rectal). The 
white-cell count varied between 11,000 and 17,000. The 
pain and tenderness persisted. The right-upper-quadrant 
mass became larger and considerable fluid accumulated 
in the abdomen. The patient was thought to have de- 
veloped a pericholecystic abscess. 

Operation was therefore performed, with intent to drain 
the gall bladder, 8 days after admission. The finding, 
however, was an enlargement of the liver by irregular in- 
filtrations with yellow tumor tissue. The biopsy diagno- 
sis was primary hepatoma. The gall bladder was not in- 
flamed. The patient went downhill rapidly and died 36 
hours later. 

Autopsy revealed massive enlargement of the liver by 
primary hepatoma, which in two places had grown into 
the stomach wall. The gall bladder showed no disease. 


This case closely resembled one due to acute 
cholecystitis. Even in retrospect, no direct clinical 
leads to the correct diagnosis are apparent. 


Case 4. A 36-year-old Negro entered the hospital com- 
plaining of severe retching, vomiting and malaise of 34% 
days’ duration. He denied real pain — only a slight upper- 
abdominal soreness. The vomitus was reflex rather than 
obstructive in type, and the patient’s evacuations continued 
fairly normally. He dated his illness from the inhalation 
of fumes from an accidentally broken fire-extinguisher 
bulb containing carbon tetrachloride. Eighteen months 
before entry, on a previous admission for gonorrheal epi- 
didymitis, the liver edge had been felt three fingerbreadths 
below the costal margin; the patient was given 40 gr. of 
sulfanilamide daily for 6 days for his gonorrheal infec- 
tion. He was known to have been a chronic aicoholic 
for several years. There was no history of definite gastro- 
intestinal symptoms prior to the present illness. 

On examination the temperature was 102°F., and the 
pulse 100. The patient was acutely ill, groaning with 
pain and rolling from side to side with the thighs flexed 
on the abdomen. The upper two thirds of the abdomen, 
particularly on the right side, was nearly boardlike and 
exquisitely tender. This splinting, plus a well-developed 
musculature, prevented satisfactory palpation or even per- 
cussion of the upper abdomen. The liver margin could 
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not be palpated. Jaundice was not apparent, as the pa- 
tient was a Negro and was seen after nightfall. The 
white-cell count was 31,000. The urine contained a trace 
of bile. X-ray films of the abdomen and diaphrag: 
matic area showed the liver somewhat enlarged, but no 
free gas or other abnormalities. Despite an atypical his- 
tory, it was believed that the signs were those of an acute 
upper-abdominal peritonitis, possibly from a_ perforated 
gall bladder or peptic ulcer, and that immediate opera. 
tion was imperative. 

On opening the abdomen an acute hepautis with free 
bile-stained peritoneal fluid and toxic regional lymphad- 
enitis was found. A biopsy specimen from the liver was 
diagnosed acute hepatic necrosis (central type). Follow- 
ing the operation the patient declined rapidly and died 
4 days later. An autopsy revealed a hemorrhagic cen- 
tral necrosis of the liver, probably due to carbon tetra- 
chloride poisoning, toxic nephrosis and pulmonary edema. 


This case illustrates the well-known fact that 
certain cases of acute hepatitis present a clinical 
picture difficult to differentiate from acute surgi- 
cal conditions of the upper abdomen. Knowledge 
of this combined with the history of exposure to 
a hepatotoxic drug should make the surgeon dou- 
bly wary. 

In studying the literature, we were able to find 
little on the subject of diseases of the liver simulat- 
ing acute cholecystitis. However, the following 
conditions, which at times have produced similar 
<linical pictures, are mentioned; ruptured heman- 
gioma, spontaneous rupture of the liver and 
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spontaneous subglissonian hemorrhage, simple 
cysts of the liver with or without rupture, tuber- 
culoma and gumma, echinococcal cyst, amebic ab- 
scess, pyogenic abscess and neoplasms of the liver, 
primary or metastatic. 


CONCLUSIONS 


Acute hepatic disease may simulate acute chole- 
cystitis as to sudden onset, low fever, an elevated 
white-cell count and a tender mass in the right 
upper quadrant. 

A history of exposure to a hepatotoxic drug 
should lead one to consider the possibility of acute 
yellow atrophy. 

The clinical picture of acute cholecystitis may 
also be simulated by primary or metastatic cancer 
of the liver, particularly when secondary hemor- 
rhage or necrosis has occurred. A history of pre- 
vious malignancy should make one suspicious of 
this. 

These and other intrinsic diseases of the liver are 
occasionally difficult to differentiate from acute 
cholecystitis. 
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PRIMARY CARCINOMA OF THE APPENDIX ASSOCIATED 
WITH ACUTE APPENDICITIS 


Report of a Case 


Epwarp L. Younc, M.D.,* anp First Lieutenant Stantey Wyman, M.C., A.U.S.* 


BOSTON 


carcinoma of the appendix must be 
differentiated from carcinoid of the appendix 
and carcinoma of the cecum. Failure to distin- 
guish between these conditions has led to an un- 
fortunate confusion in the literature. 

Carcinoid is a disease usually found unexpect- 
edly by the ‘pathologist. Eighty-two per cent of 
cases occur in females,’ and the greatest incidence 
is found in the third decade.? Such cases comprise 
less than 0.4 per cent of all intestinal cancers.* 
Carcinoids are usually firm ovoid tumors, often 
yellow, located near the tip of the appendix. They 
are composed of cells originating from the Kult- 
schitzky cells in the bases of Lieberkuhn’s glands. 
Because the cells contain silver-reducing granules, 
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the tumors are often called “argentathnomas.” 
They resemble basal-cell epitheliomas in that they 
often form sheets or islands of cells with occa- 
sional mitoses. In general, they act as benign tu- 
mor, but metastases to the liver and regional lymph 
nodes have been reported. 

Carcinoma of the cecum most frequently takes 
the form of a large fungating mass that may oc- 
clude the lumen of the appendix or infiltrate its 
base, at times giving rise to symptoms of appen- 
diceal obstruction. Many cases of carcinoma of 
the cecum are reported in the literature, in con- 
trast to primary carcinoma of the appendix. 

True carcinoma of the appendix is primary in 
that organ and is usually colloid in type.* It causes 
no specific signs or symptoms, but at times the pa- 
tient may give an atypical history of appendicitis 
or may have recurrent attacks of right-lower- 
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quadrant pain. It may make itself known as a 
mass in the abdomen, cause a generalized perito- 
nitis by perforating the bowel or obstruct the 
lumen of the appendix. The literature of the last 
ten years contains many reports of carcinoma of 
the appendix, but close examination reveals only 4 
cases of apparently true primary carcinoma — Dar- 
nall and Kilduffe,® Blumenkopf,® Heine’ and 
Frauenthal and Grausman.® 


REporT 


A 36-year-old married man entered the Faulkner Hos- 
pital on June 24, 1940, complaining of pain in the abdomen. 
Two weeks before entry, he had an episode of pain in the 
abdomen preceded by soreness low in the back. Abdom- 
inal pain lasted 4 or 5 days and was accompanied by fever, 
but there was no nausea or vomiting. A physician told 
the patient that he had mild appendicitis and that if he 
had a recurrence he should be operated on. On the day 
before entry, the patient noticed slight twinges of pain 
in the right lower abdomen, but he went to bed and slept 
well. He awoke with a sensation of soreness in the lower 
abdomen. During the course of 2 hours, the pain in- 
creased rapidly in severity, and by 11 a.m. the patient 
was almost doubled up with crampy abdominal pain. 
There was no nausea or vomiting, and the bowels moved 
normally on the day of entry. There was no pain or burn- 
ing on urination, and no hematuria, pyuria, recent cold 
or pain in the chest. The past and family histories were 
irrelevant. 

Physical examination revealed a well-developed and well- 
nourished man lying in bed with the legs bent. The 
height was 5 feet, 8 inches, and the weight 200 pounds. 
The temperature was 101°F., the pulse 74, and the respira- 
tions 20. The tongue was coated, and the throat slightly 
injected. The heart and lungs were normal. There was 
no costovertebral tenderness. The abdomen was flat, and 
no organs or masses were palpable; there were no hernias. 
Slight spasm was apparent in the right lower quadrant, 
with very definite acute tenderness in a sharply localized 
area over McBurney’s point. Pain and rebound tenderness 
followed pressing in the left lower quadrant. Rectal 
examination was negative. The reflexes were physiologic. 

Laboratory studies showed a white-cell count of 10,500 
with 79 per cent polymorphonuclear leukocytes. Examina- 
tion of the urine was negative. A flat plate of the abdo- 
men was negative for localizing signs and for kidney 
stones. 

A diagnosis of acute appendicitis was made. Under 
spinal anesthesia, a right pararectus incision was made. 
When the abdomen was opened, some cloudy fluid was 
present, and the appendix was found to be greatly swollen 
and stiff, with one gangrenous area. The base was edema- 
tous and porky in consistence. The appendix was excised 
at its base, the stump buried, and the abdomen closed 
in layers without drainage. At this time, there was no 
suspicion that cancer was present. 

Pathological examination showed an appendix measur- 
ing 6 cm. in length and 1.5 cm. in diameter. The surface 
varied from red to pink and showed occasional patches 
of yellowish fibrin. The wall was moderately distended, 
and at a point 2 cm. from the tip, there was a constricted 
area. The lumen was found with difficulty, especially in 
the proximal portion. The wall was markedly thickened, 
the cut surface being glistening and white. The distal 
half of the appendix showed a fairly definite lumen filled 
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with grayish fluid and a few smooth, hard, black masses 
measuring up to 0.3 cm. in diameter. When the larger 
masses were cracked, they were found to contain seeds. 
Microscopically, three sections showed infiltration of the 
wall by small islands of cells, which frequently occurred 
as signet cells and were surrounded in part by bluish- 
staining mucoid material. In two sections, a rather broad 
area in the mucosa, although not extending entirely 
through the surface, presented an increase in connective 
tissue through which were scattered individual signet cells 
and small cords of cells. An occasional luminated struc- 
ture was found, and frequent mitoses were present. In 
addition, the mucosa showed patches of necrosis, and the 
Jumen contained polymorphonuclear leukocytes in several 
sections. On the outer surface, there was a mass of fibrino- 
purulent exudate, and, in one region, large numbers of 
bacteria, occurring as an abscess in the periappendiceal 
fat tissue. Figure 1 shows the histologic picture of the 


Ficure 1. High-Power View of a Section of the Tumor. 


tumor. Diagnosis: primary carcinoma of the appendix, 
occurring chiefly as the colloid type, and acute appendicitis, 
with abscess formation and masses of bacteria on the 
serosal surface. 

Three weeks later, an ileotransverse colostomy was per- 
formed. The germinal ileum for a distance of 60 cm. 
was found adherent to the cecum. In addition, there 
was a Meckel’s diverticulum 45 cm. from the cecum. 
The patient made an uneventful recovery from this opera- 
tion, and 10 days later, a right colectomy was done, the 
terminal 45 cm. of ileum, the cecum, ascending colon 
and hepatic flexure being removed. Histologic examina- 
tion showed a few small islands of colloid carcinoma 
in the outer portion of the muscularis at the site of the 
appendiceal stump, but none elsewhere; the regional lymph 
nodes showed chronic inflammation but no evidence of 
tumor. 

At a follow-up examination more than two years follow- 
ing the last operation, the patient stated that he had been 
symptom free and had been doing hard physical labor; 
neither x-ray nor physical examination revealed evidence 
of recurrence. 


SUMMARY AND CONCLUSIONS 


The literature for the past ten years is reviewed, 
true carcinoma confined to the appendix being 
found to be quite rare. 
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A case of acute appendicitis complicated by col- 
loid carcinoma is reported. 
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MINNEAPOLIS 


Recent clinical advances. In 1936, a further mod- 
ification of Terwen’s method for the quantitative 
determination of urobilinogen in urine and feces 
was described.*! It was shown that the color 
intensities of mesobilirubinogen-aldehyde and 
stercobilinogen-aldehyde, as developed with Ehr- 
lich’s reagent in this method, were identical. More 
recently, this has been confirmed by means of the 
Evelyn photoelectric colorimeter, and the method 
has been applied to it,t with excellent results. 

Studies of jaundice, with particular reference to 
the daily excretion of urobilinogen in the feces and 
urine,” have shown that helpful fundamental 
and diagnostic information may often be gained. 
With a modification of Rich’s’ classification of 
jaundice, as given below, the various forms noted 
are characterized in the main by urobilinogen ex- 
cretion as indicated. The normal range was found 
to be 40 to 280 mg. per day for the F.U. (feces 
urobilinogen) — usually 100 to 200 mg.—and 
0 to 3.5 mg, per day for the U.U. (urine urobilin- 
ogen) —most frequently 0.5 to 15 mg. The 
value for the feces is an average for a four-day 


period, whereas that for the urine is for 24 


I. Retention jaundice may be defined as hepato- 
cellular inability to remove bilirubin from the 
circulating blood, with resultant accumulation. 
There is an indirect or delayed van den Bergh 
reaction and no bilirubinuria. 


Reprints of articles in ihis series are not available for distribution, but 
the articles will be published in book form. The current volume is 
Medical Progress: Annual, Vol. III, 1942 (Springfield, Illinois: Charles C 
Thomas Company, 1942. $5.00). 

— the Division of Internal Medicine, University of Minnesota Hos- 
pita 
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A. Hemolytic jaundice may be spheroidocytic 
or macrocytic, and the former may be familial or 
acquired in type. The F.U. ranges from 300 
to 4000 mg. per day, usually 600 to 2000 mg., and 
the U.U. varies from 1.0 to 200 mg. per day, 
usually 5.0 to 30.0 mg. 

The feces urobilinogen is commonly higher in 
patients with marked anemia or with hemolytic 
crises, but there is not a strict correlation.’® Cases 
are seen with high values but relatively little 
anemia.’® Contrary to frequently expressed be- 
lief, cases are often encountered with a marked 
increase in feces urobilinogen, but with a nor- 
mal amount in the urine.“® Such patients may 
have marked anemia, but relatively little, or even 
no, jaundice. *® In general, it may be stated 
that the more anemia, the less jaundice and uro- 
bilinogenuria and vice versa. The immediate 
period of hemolytic crises constitutes an excep- 
tion to this, however. 


B. Constitutional hepatic dysfunction consists 
in constitutional hepatocellular inferiority in bili- 
rubin excretion into the bile. This condition 
may or may not be familial. It has been described 
under various names and by different investi- 
gators, more recently by Dameshek*? 
under the designation of “familial nonhemolytic 
jaundice.” The abnormality is characterized by 
simple accumulation of bilirubin; there is neith- 
er splenomegaly, spheroidocytosis or reticulocy- 
tosis nor any evidence of hepatic functional im- 
pairment other than faulty excretion of bilirubin. 
The F.U. ranges from 100 to 200 mg., and 
the U.U. from 0.5 to 3.5 mg. per day. 
C. Various factors, such as chronic passive 
congestion (often with pulmonary infarcts), 
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pneumonia, virus and other infections, and poi- 
sons like arsphenamine and sulfanilamide, may 
produce a mild retention jaundice. This may 
become more marked, with developing evidence 
of regurgitation jaundice, or it may recede with- 
- out this. Pure retention jaundice may be noted 
in the convalescent or later stages of any type of 
hepatitis. Not infrequently, especially with jaun- 
dice due to heart failure or pneumonia, a mild 
hemolytic component is present, as reflected in 
an elevated feces urobilinogen. The urine uro- 
bilinogen is nearly always elevated. 


The F.U. varies from 100 to 500 mg. per 
day, usually 200 to 300 mg., and the U.U. from 
5 to 100 mg. per day, usually 10 to 30 mg. 


II. Regurgitation jaundice is caused by leakage 
or regurgitation of bile into the blood. De- 
pending on the factors given below, this is due 
either to increased intrabiliary pressure with 
actual “rhexis” of the bile capillaries (especially 
ampullas) or smaller ducts,*? or to damage of 
these structures, resulting in increased perme- 
ability." In either event, the bile probably 
gains access first to the lymph spaces of Desse, 
thence to the thoracic duct and the 
The van den Bergh reaction is prompt or bi- 
phasic and bilirubinuria is present. 


A. The mechanical type is caused by regurgi- 
tation of bile due to increased intrabiliary pres- 
sure. 


1. Cancer of the biliary tract includes carci- 
noma, either primary or metastatic, and tumors 
of the lymphoblastoma group. The term “bil- 
iary tract” refers to the main hepatic ducts, the 
common hepatic duct, the common bile duct or 
the ampulla of Vater. Cancer involving these 
structures may be primary or secondary. A 
smooth, nontender, distended gall bladder is 
often palpable. There is complete biliary ob- 
struction in about 90 per cent of cases. 

The F.U. is less than 5 mg., and the U.U. 
less than 0.5 mg. per day. 

Incomplete biliary obstruction is encountered 
in less than 10 per cent of cases.6° This group 
includes polypoid and necrotic tumors and mi- 
nute ampullary or common-duct carcinomas.**: *° 
It may be emphasized that the depth of jaundice 
is not determined solely by the degree of biliary 
obstruction. Decreased bilirubin formation, or 


“throttling” of blood destruction following blood 
loss, results in a decrease of jaundice even 
though the biliary obstruction may remain com- 
plete. 

2. With calculi, the jaundice is usually fluctu- 
ant or intermittent. 


5, 86 


Colic and chills are com- 
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monly noted. Incomplete biliary obstruction is 
present in approximately 90 per cent of cases. 

The F.U. ranges from 7.0 to 600 mg., and the 
U.U. from 0 to 50 mg. per day. This variation 
depends on several factors. With rapidly di- 
minishing jaundice after spontaneous release of 
the obstruction, large amounts may be encoun- 
tered for a short period. With low-grade ob- 
struction, the amount may be within the normal 
range, although in some cases of this type it 
may be markedly decreased, probably because of 
a diminished rate of blood destruction. An im- 
pacted stone might be expected in a case with 
complete biliary obstruction. In my experience, 
this has usually not been found. Several cases 
have been observed in which the stone or stones 
were entirely loose in the duct and in which the 
reason for the complete obstruction was not ap- 
parent*’; conversely, impacted stones have been 
noted in several cases with incomplete obstruc- 
tion.” 

The amount of urobilinogen in the urine de- 
pends on several factors, among which may be 
mentioned: the duration of the biliary obstruc- 
tion and whether biliary or obstructive cirrhosis 
has developed; the presence or absence of chol- 
angitis; and the degree of obstruction. Small 
amounts of urinary urobilinogen indicate he- 
patic functional impairment if but small amounts 
are present in the feces. This is probably true 
in jaundice of whatever cause."* 


3. In the majority of cases of postoperative or 
benign stricture, the obstruction is incomplete, 
but it appears that complete obstruction is en- 
countered more frequently than with a common- 
duct stone.®® | 

The F.U. ranges from 0 to 300 mg., and the 
UU. from 0 to 50 mg. per day. This variation of 
urobilinogen depends on the factors discussed 
in the foregoing paragraph. 

4. Chronic pancreatitis causes jaundice but 
rarely; data on urobilinogen excretion are avail- 
able from only 2 cases.” In one of these, the 
icterus was mild, and the biliary obstruction was 
not high grade; in the other, the clinical picture 
was that of carcinoma of the head of the pan- 
creas, with the exception that the feces contained 
9 to 22 mg. of urobilinogen per day during two 
four-day collections. The amount in the urine 
was negligible. This patient presented an easily 
palpable, nontender, distended gall bladder. At 
operation, the surgeon thought he was dealing 
with a carcinoma of the pancreas and performed 
a cholecystgastrostomy. The patient died of a 
postoperative hemorrhage (vitamin K_ at that 
time had not become available). Histologic 
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study of the pancreas obtained at autopsy first 
clarified the diagnosis, revealing a diffuse chronic 
fibrous pancreatitis. 


B. The parenchymal type is any regurgitation 
jaundice due to diffuse liver damage (not sec- 
ondary to mechanical obstruction). Acute and 
chronic hepatitis, damage due to toxins and 
chemicals, cirrhosis, diffuse carcinomatosis, and 
chronic passive congestion are included. Re- 
gurgitation of the bile is mainly the result of in- 
creased permeability of the bile capillaries (am- 
pullas and small bile ducts and, at least in some 
cases, of intrahepatic bile-duct or b‘le-capillary ob- 
struction, because of swelling of the liver cords, 
edema of the spaces of Desse*® or fibrosis in the 
portal areas of the liver lobules. 

The F.U. varies from 0 to 1000 mg. per day, 
usually 10-300 mg., and the U.U. from 0 to 300 
mg., usually 0.5 to 100 mg. Of 57 cases of vari- 
ous types of parenchymal jaundice, only 2 (3.5 
per cent) exhibited less than 5 mg. of fecal uro- 
bilinogen per day. Six were found to have less 
than 1 mg., and 4 less than 0.3 mg. in the twenty- 
four-hour urines.*° These values may be com- 
pared with those given above for biliary-tract 
cancer and the calculous group. 


1. Hepatitis may be divided into the groups 
shown in Table 1, with their corresponding 


Taste 1. Types of Hepatitis with Particular Reference 
to Urobilinogen Excretion. 
UroBiLinoceN Excretion 
Tyre F.U. U.U. 
mg./ day mg./day 
Acute 
Early period (2 to 4 days)............ 10-100 10-100 
Peak of jaundice (4 to 8 days)....... 0-20 0-10 
Diminishing jaundice (7 to 30 days) .. 50-600 10-300 
Subacute (1 to 2 months)............... 10-1200 0.5-300 
Subchronic (2 to 6 months).............. 10-1200 0.5-300 
Chronic (cirrhosis) 
With marked jaundice................ 10-1200 0.5-300 
With mild or no jaundice............ 50-300 0.5-30 


ranges of urobilinogen excretion. It is seen that, 
in some cases of acute hepatitis, urobilinogen is 
absent from the urine and feces during the peak 
of the jaundice. Insufficient data are available 
regarding the actual percentage of cases with 
complete exclusion of bile from the intestines 
during the height of the disease. The majority 
of cases that have been studied were first seen 
when the jaundice had already been present for 
some time and was beginning to diminish. From 
the available evidence, there is little doubt that 
a temporary, complete exclusion is not uncom- 
mon. Judged by simple inspection or by quali- 
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tative tests alone, however, complete exclusion 
has undoubtedly been believed to be commoner 
than it is. Grossly acholic feces may contain 
from 10 to 15 mg. of urobilinogen per day; 
correspondingly, a twenty-four-hour-urine sam- 
ple may exhibit a negative qualitative Ehrlich re- 
action, and yet by the quantitative method*™* 7 
as much as 15 mg. per day may be detected. 
During the third or receding stage of acute 
hepatitis, urobilinogen usually reappears in the 
urine in large amounts. Serial qualitative tests 
are of much value at this point, since they often 
reveal the first evidence of beginning improve- 
ment — that is, the re-establishment of bile flow 
to the intestine. From this point on, the progress 
of convalescence may be followed by observation 
of the urobilinogen reaction each day. In a small 
percentage of cases of acute catarrhal jaundice, 
urobilinogenuria fails to appear during the con- 
valescent period. It remains to be determined 
whether these are examples of catarrhal jaundice 
in the true sense of the word—a “catarrhal 
choledochitis”*‘ — or whether an actual hepatitis. 
As noted above, a considerably increased fecal 
urobilinogen excretion may be observed as the 
jaundice diminishes in acute hepatitis and also, 
for longer periods and in greater degree, in the 
more prolonged cases, including some of those 
that progress to cirrhosis. There is every reason 
to believe that these increases are often associated 
with an increased rate of blood destruction. Out- 
spoken hemolytic anemia may develop, with 
macrocytosis and increased reticulocytes.’* ** 
Splenic enlargement is usually marked. In van 
den Bergh and Kamerling’s*® fatal case of this 
type, there was a large amount of hematin in 
the circulating plasma. In passing, it might be 
noted that hematinemia has been emphasized 
repeatedly as an evidence of liver damage. 
Whether this is actually hematin or Fairley’s™ 
methemalbumin has not been determined. 


2. Toxins, such as those occurring in pneu- 
monia, peritonitis, hemolytic-streptococcus septi- 
cemia, gas-bacillus sepsis and other severe tox- 
emias, may produce liver damage. F.U. ranges 
from 100 to 400 mg., and the U.U. from 10 to 
200 mg. per day. 

3. Poisons, such as arsphenamine, cinchophen, 
phosphorus, trinitrotoluene, sulfanilamide and 
many other substances, may result in liver dam- 
age. The F.U. varies from 10 to 1000 mg.. 
and the U.U. from 0.5 to 300 mg. per day. 

The jaundice seen following arsphenamine or 
cinchophen may be associated with almost com- 
plete suppression of bile flow —in some cases, 
quite complete. Arsphenamine jaundice may 
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simulate acute or subacute hepatitis, or so-called 
“catarrhal jaundice” quite closely. On the basis 
of clinical and histologic studies (liver biopsy) 
in 10 cases, Roholm and Krarup”’ have recently 
stated that arsphenamine simply lowers the re- 
sistance of the liver to the virus of epidemic 
hepatitis. Hanger and Gutman”? have described 
cases of arsphenamine jaundice similar to what 
Eppinger calls the “cholangiolitic type” of catar- 
rhal jaundice in distinction to the ordinary, 
hepatocellular variety. Although there is no 
doubt of the existence of the two clinical types, 
there are many borderline cases, and so far as can 
be determined at present, there are no disturb- 
ances of pigment metabolism that are distinctive. 


Cinchophen jaundice may likewise simulate 
acute hepatitis, especially in the appearance of 
the pigments. In a case previously recorded,” 
there was a history of recent ingestion of pills 
(probably cinchophen) for “rheumatism.” Pain- 
less, deep jaundice, with anorexia and nausea, 
developed. At the height of the jaundice, the 
F.U. was 10.2 mg., and the U.U. 3.8 mg. When 
the jaundice had diminished, the former was 280 
mg., and the latter 207 mg. This case illustrates 
well the high-grade but incomplete biliary ob- 
struction, the importance of evaluating a relative 
increase of urobilinogen in the urine in favor of 
liver damage and, finally, the large amount in the 
urine during the re-establishment of bile flow, 
owing to residual disturbance of liver function. 

Jaundice following sulfanilamide is rarely in- 
tense or associated with a very marked suppres- 
sion of bile flow. There may be a prominent 
hemolytic factor, with outspoken anemia and 
increased fecal urobilinogen.®* Occasionally, 
cases are seen in which the jaundice deepens rap- 
idly and death is due at least in part to severe 
hepatic injury, even acute atrophy. In my experi- 
ence, however, jaundice of this degree has been 
observed only when there was reason to believe 
that the liver was damaged before the administra- 
tion of sulfanilamide — for example, in the pres- 
ence of severe infections or toxemias or when the 
drug was given to a patient also receiving 
arsphenamine treatment for syphilis. 

4. Cirrhosis of the liver is of various types. In 
the forego'ng discussion of “hepatitis,” the chronic 
form was noted as being synonymous with cirrho- 
sis. This does not indicate that all types of cirrho- 
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tures differentiate the various etiologic factors. 
This is also true of hemochromatosis, although it 
may be noted that jaundice is usually not prom- 
inent in this disease. 

5. In some cases of diffuse carcinomatosis, 
hepatic metastases are sufhciently extensive to 
impair liver function markedly. Considerable 
jaundice may be noted, even though the main 
hepatic ducts are uninvolved. Marked urobilino- 
genuria may occur,*’ and the clinical picture may 
closely simulate cirrhosis of the liver. 

6. Chronic passive congestion has already been 
referred to as a cause of retention jaundice. In 
severe cases of so-called “cardiac jaundice,” re- 
gurgitation jaundice is nearly always present as 
well.”* Pulmonary infarcts are commonly found.*® 
Urobilinogenuria is usually noted, and is often 
marked. Edelman and his co-workers’* found 
an excess of urobilin in 88 per cent of their cases 
of heart failure. The presence of renal insufh- 
ciency or azotemia usually prevents or reduces 
urobilinogenuria.”” Correspondingly, when crys- 
talline stercobilin is administered intravenously 
in a patient with both hepatic and renal im- 
pairment, its elimination in the urine is marked- 
ly retarded." 


Pulmonary or myocardial infarction is often 
productive of marked urobilinogenuria. Head* 
has shown that serial qualitative urine urobilino- 
gen tests are helpful in the diagnosis and care 
of coronary thrombosis and its complications. 
There is considerable reason to believe that this 
indicates liver damage due to substances com- 
ing from the infarct. Urobilinogenuria occur- 
ring after a ruptured tubal pregnancy has been 
similarly explained.** After an attack of coro- 
nary thrombosis productive of an infarct, the 
urobilinogen reaction rarely becomes positive be- 
fore the end of the first twenty-four hours and 
usually not before two or three days, quite in 
contrast with an acute biliary colic or acute chole- 
cystitis, in which the reaction often appears al- 
most at once. In the latter condition the urobilin- 
ogenuria is believed to be due to lymphatic drain- 
age of bacteria or toxic material from the gall 
bladder into the liver, with resultant hepatitis or 
liver-function impairment.” 


The simple qualitative test for urobilinogen™ 


often yields valuable information, although it is 

true that in many cases nothing very decisive can 

be found without quantitative determination of the 

per-diem amounts in the feces and urine. Positive 

reactions in the feces usually indicate patency of 

the biliary tract, or at least that biliary obstruction 
*Head, D. P. Unpublished data. 


sis follow hepatitis. On the contrary, many are 
probably related to other factors, of which fatty 
liver, deficiency states (including chronic alco- 
holism) and various poisons, notably cinchophen 
and arsphenamine, may be emphasized. From the 
standpoint of the bile pigments, however, no fea- 
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is not complete. Very weakly positive reactions 
are dificult to evaluate since they may be noted in 
the presence of complete biliary obstruction, such 
as that due to cancer. These reactions are prob- 
ably explained by traces of urobilinogen derived 
from Lile-stained epithelial cells or, in some cases, 
from bilirubin contained in the serum of blood 
that has entered the intestines from some source of 
hemorrhage in a patient with deep jaundice. One 
such case was seen recently in which it appeared 
probable that 11 mg. per day of fecal urobilinogen 
was on this basis. The amount of bilirubin pro- 
vided by bile-stained mucosa probally never ex- 
ceeds 5 mg. per day (in terms of urobilinogen), 
and yet this or smaller amounts may be sufficient 
to give weak Ehrlich reactions, which are likely 
to be confusing in diagnosis. If the qualitative 
test alone is to be used, one should rely only on a 
series of entirely negative or outspokenly positive 
reactions in attempting to assay the degree of 
biliary obstruction. Serial tests are also highly de- 
sirable for the urine. 

In cases of liver damage, especially cirrhosis, the 
fluctuation in urobilinogen excretion from day to 
day, and even at different hours of the day, is 
often striking. Persistently negative reactions in 
patients with deep jaundice usually signify com- 
plete obstruction, although there are definite excep- 
tions to this. Strongly positive reactions in patients 
with marked jaundice, but without any sugges- 
tion of cholangitis or biliary cirrhosis that might 
be secondary to a common-duct stone, are nearly 
always indicative of a parenchymal jaundice, due 
either to hepatitis or to cirrhosis. In a study of 
80 cases of painless jaundice, White** found pos- 
itive urinary urobilinogen reactions in 88 to 100 
per cent, depending on the stage of the disease. 
This study was carried out with the Wallace and 
Diamond** method, which is simply a series of 
dilutions of the qualitative test. In a later paper, 
White and his associates®® compared this method 
with those of Sparkman’? and Watson." The 
former had been proposed as a simpler quantitative 
method. It employed single samples of urine or 
feces rather than daily collections. Various disad- 
vantages and errors in this technic were subsequent- 
ly noted by Watson and Bildea.” In the compara- 
tive study of White et al.,°” the Sparkman method 
was found to have no advantage over that of Wal- 
lace and Diamond. Neither method was as ac- 
curate as the Watson‘? modification of Ter- 
wen’s'®? procedure. 


The qualitative test for urobilinogen may be 
masked by the presence of large amounts of bili- 
rubin, especially when converted to biliverdin, as 
already mentioned. This is true, however, only 
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of small amounts of urobilinogen that under or- 
dinary circumstances give Lut a weak (light-pink) 
reaction. In cases in which bilirubin or bili- 
verdin might mask a weak reaction, the use of 
a spectroscope quickly determines the presence or 
absence of the characteristic urobilinogen-aldehyde 
band (maximum 565 millimicrons). 

A number of substances exhibit yellow, red, or 
violet reactions with Ehrlich’s reagent. These were 
discussed in detail by Naumann'” with particular 
reference to the question of false-posit've tests for 
urobilinogen. In my opinion, these various 
substances have relatively little practical signifi- 
cance. The color due to indol or skatol disap- 
pears when the test is carried out in the proper way 
with sodium acetate.‘ '° I have not encountered 
false-positive tests due to other compounds with 
the exception of porphobilinogen,'” a substance 
characteristic of acute porphyria’: 1* and readily 
distinguished from urobilinogen by virtue of 
chloroform insolubility after forming the Ehrlich 
compound.!"* 


Split Products of Hemoglobin or Bile Pigments 


Pentdyopent. Prior to Bingold’s studies, 
it was customary to believe that the degradation 
of hemoglobin in nature went no farther than bili- 
rubin and urobilinogen—in other words, that 
although the porphyrin ring in the hemoglobin 
molecule was opened, the four pyrrol nuclei re- 
mained intact in a chain. Although this is un- 
doubtedly correct for a major fraction of the 
destroyed hemoglobin, at least under ordinary 
circumstances,’ Bingold’s work has clearly revealed 
that both hemoglobin and the bile pigments may 
be split in vitro to sukstances with but two, rather 
than four, pyrrol nuclei. This transition undoubted- 
ly occurs in vivo to an extent that is probably vari- 
able under different conditions. 

Bingold has shown that blood freed of its cata- 
lase by heating is readily decolorized by hydrogen 
peroxide. Subsequent reduction with sodium 
hydrosulfite (NazS2O,) is then productive of a 
pink color with an absorption band that, in potas- 
sium hydroxide solution, has an absorption max- 
imum at 525 millimicrons. Bingold simply em- 
ployed this maximum as a descriptive name: 
“pentdyopent.” In ammonia, the maximum ab- 
sorption is at 540 millimicrons. This reaction 
has been shown by Fischer and his co-work- 
ers’ 110 to be due to dipyrrylmethenes, which 
are undoubtedly formed during the above pro- 
cedure by an oxidative splitting in half of the 
porphyrin ring in the hemoglobin or hemin mole- 
cule. As excreted in the urine, the dipyrrylmethene 
giving the pentdyopent reaction on addition of 
sodium hydrosulfite is colorless; in other words, it 
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is excreted as a “propentdyopent.” Bingold obtained 
considerable evidence that the kidney is responsible 
for the formation of this substance. He noted that 
in hemoglobinuria the hemoglobin was decolorized 
by peroxide without preliminary heating, whereas 
in hematuria heating was necessary, just as it is 
with human blood. This difference was assumed 
to be due to removal of catalase by the kidney. 
-Native propentdyopent was observed in  urines 
from many and various pathologic states, but not 
under normal circumstances. It was found most 
frequently in urines containing bilirubin, and 
since the latter has been shown to give the pentdyo- 
pent reaction itself, the possibility exists that the 
main source of the propentdyopent is bile pigment 
rather than a direct oxidation of the hemoglobin. 
Bingold states specifically, however, that the re- 
action has been observed when bilirubin was 
absent. It should also be noted that urobilin IX a 
is readily converted to pentdyopent, whereas ster- 
cobilin is not. Thus, it is quite conceivable 
that any urine sample containing mesobilirubino- 
gen may also contain prorentdyopent, if one as- 
sumes that a part of the former substance has 
been oxidized in the kidney. 

The clinical significance of the pentdyopent 
group remains to be determined. Preliminary 
studies intended to provide a quantitative pro- 
cedure have shown only that this wiil be attend- 
ed with numerous and perhaps insurmountable 
difficulties, owing principally to the instability of 
the color. There is little doubt that the sub- 
stance deserves further study, especially regard- 
ing its importance to the whole problem of hemo- 
globin metabolism. The main question to be 
answered is whether any appreciable fraction of 
the destroyed hemoglobin is ever excreted as pro- 
pentdyopent. From time to time, a perplexing 
situation is encountered in which ordinary studies 
of blood destruction fail to reveal the fate of con- 
siderable amounts of hemoglobin. 

In a twenty-eight-year-old patient with Hodg- 
kin’s disease, fever and severe anemia, the hemo- 
globin was 5.65 gm. per 100 cc. During the next 
nine days, 2400 cc. of blood (equivalent to 269 
gm. hemoglobin) was given in nine separate 
transfusions, at the end of which time, the hemo- 
globin was 5.75 gm. per 100 cc. The F.U. averaged 
515 mg. per day total excretion (equivalent to 167 
gm. hemoglobin), and the urine showed small 
amounts of bilirubin and urobilinogen; in addition, 
urine pentdyopent tests, performed every other 
day, were positive. The fecal urobilinogen in the 
above case clearly indicated a hemolytic process, 
but failed to account for approximately 100 gm. of 
transfused hemoglobin. Although the blood vol- 


ume was not determined, it is unlikely that it could 
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have increased sufficiently to account for the dis- 
crepancy. In any event, the repeatedly positive 
pentdyopent reactions in such a case indicate the 
need for further study of this question. 

Myobilin and mesobilifuscin. Until very re- 
cently, excretory products of muscle hemoglobin 
were unknown. Siedel and his co-workers!) 
have therefore opened a new field of investiga- 
tion in their descriptions of a dipyrrylmethene 
isolated from the feces in certain conditions. Meldo- 
lesi, Siedel and Moller’ first reported the excre- 
tion of a substance designated as “myobilin” in 
the feces of patients with progressive muscular 
dystrophy. This pigment was characterized by 
a brown color and a spontaneous green fluo- 
rescence (without zinc). The latter disappeared 
as the pigment was purified, and it was subse- 
quently shown that the fluorescence was related 
to a combination of the pigment with protein. The 
substance was not detected in the urine, and it 
was thought that this was because the chromopro- 
tein molecule was too large. No mention was 
made of its presence in the bile or of how the 
molecule was excreted by the liver. Interestingly 
enough, large amounts of the pigment were found 
in the feces of women during the first week of the 
puerperium, in whom it was thought that the pig- 
ment was derived from the myohemoglobin of the 
involuting uterus; in the patients with muscle 
atrophy or dystrophy, it was ascribed to the loss 
of hemoglobin from the voluntary muscle. The 
marked increase of myobilin in the feces was 
correlated directly with the hemoglobin-poor 
muscle. 

After removal of the protein from the myobilin 
molecule, the underlying pigment was found to 
be a dipyrrylmethene, which was identified with 
mesobilifuscin, a substance that is dark brown, 
and does not fluoresce either spontaneously 
or with zinc; the zinc compound is relatively in- 
soluble. The pigment could not be crystallized. 
These characteristics are entirely similar to those of 
the substance described several years ago under 
the name of “copronigrin,” a brownish-black 
pigment obtained from the feces and characterized 
by an insoluble zinc compound.** It was recog- 
nized later that an entirely similar material could 
be obtained by oxidation of urobilin or stercobilin. 
This is also quite in accord with the finding of 
Siedel et al."’* that mesobilifuscin is present in 
the oxidized amorphous material (the so-called 
“Korper IIT”) remaining after the reduction of bili- 
rubin to mesobilirubinogen. 


It is obvious that these newer studies raise many 
questions regarding not only the relatively unex- 
plored field of myohemoglobin metabolism but 
also the whole problem of the bile pigments. 
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CASE 28451 


PRESENTATION OF CASE 


A forty-two-year-old housewife was admitted to 
the hospital because of high blood pressure and a 
cough productive of small amounts of blood. 

Four years prior to admission the patient had a 
“dizzy spell.” Because of an elevation of blood 
pressure and increased hair about the face her phy- 
sician sent her to another Boston hospital for adre- 
nal studies. On admission at that hospital her 
blood pressure was 225 systolic, 150 diastolic. Peri- 
adrenal air insufflation studies and bilateral adre- 
nal explorations were made. The adrenals were 
said to have been normal, and no ovarian tumors 
were felt. Owing to wound sepsis complicating 
the postoperative course, the patient was hospital- 
ized for more than a month. At the time of 
discharge her blood pressure was 160 systolic, 110 
diastolic. She soon became active again and re- 
mained so until one year prior to admission. At 
this time, after working rather hardin the gar- 
den, she began to cough up a “bloody sputum.” 
At this time she noticed some blurring of vision. 
After approximately two weeks, these symptoms 
subsided and she seemed well. Two or three 
months before entry she developed exertional 
dyspnea and vision was again impaired, and six 
weeks before she had another episode similar to 
that noted a year previously; cough productive of 
bloody sputum continued to the time of admis- 
sion. During this last attack, dyspnea became 
progressively worse and at times she noted “at- 
tacks of feeling as if there was a weight on the 
chest.” During the week prior to admissian there 
was mild ankle edema. She had been taking 1 
tablet of digitalis each day during the six months 
before entry to this hospital. 

The family history was noncontributory. There 
were two uncomplicated pregnancies eighteen and 
twelve years before entry. 

Physical examination revealed a fairly well- 
nourished woman sitting up in bed and obviously 
making no attempt to minimize her discomfort. 
The skin seemed exceedingly thin and atrophic. 
The facial hair was noticeable but not heavy. 
Respirations were rapid but apparently not la- 
bored. There was questionable cyanosis of the 
lips. The neck veins were moderately distended. 
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Both optic disks were blurred. There was a 
marked arteriovenous nicking, and there were sev- 
eral small flame-shaped areas of hemorrhage in 
the right fundus. The anteroposterior diameter 
of the chest was slightly increased. The left side 
seemed to lag a bit with inspiration. At the left 
base posteriorly there were dullness to percussion, 
absent tactile fremitus, decreased vocal fremitus 
and diminished breath sounds. These signs dis- 
appeared toward the axilla. Over the lower half 
of the right lung posteriorly there were a tew coarse 
rales. The heart was moderately enlarged to per- 
cussion, and the sounds were of fairly good qual- 
ity. No murmurs were audible. There was marked 
tenderness in the right upper quadrant. The liver 
edge could not definitely be felt, but dullness was 
percussed below the costal margin. There was 
moderate clubbing of the fingers — the patient in- 
dicated that her fingers had always had this shape 
and that her father’s fingers had a similar shape. 
The examining physician added the note that on 
observing her raise the bloody material it did not 
seem to come from the lungs. 

The blood pressure was 220 systolic, 140 dias- 
tolic. The temperature was 99.6°F., the pulse 90, 
and the respirations 25, 

The examination of the blood revealed a red- 
cell count of 3,900,000, and white-cell count of 
12,900 with 72 per cent polymorphonuclears. The 
hemoglobin was 60 per cent. The urine was alka- 
line in reaction, had a specific gravity of 1.010 and 
gave a +-+-+ test for albumin; the sediment con- 
tained a rare red blood cell and a few white cells 
per high-power field. The blood Hinton test was 
negative. The blood nonprotein nitrogen was 40 
mg. per 100 cc., and the serum protein 7.2 gm., 
with the albumin 2.2 gm. and the globulin 5.0 gm., 
making a 2.4 ratio. The van den Bergh test was 
normal. The prothrombin time was 30 seconds 
(normal, 25 seconds). The cephalin flocculation 
test was 0 at 24°C. and + at 48°C. The fasting 
blood sugar was 145 mg. per 100 cc. The 17- 
ketosteroids excretion in the urine was 2.4 mg. 
every twenty-four hours. A urine culture revealed 
nonhemolytic streptococci. An electrocardiogram 
demonstrated a normal sinus rhythm with a rate 
of 86. The PR interval was 0.16 second. There 
were left-axis deviation, depression of the ST seg- 
ment in Leads 2 and 4, and a diphasic low T 
wave in Leads 1 and 2. Repeated studies of the 
basal metabolism revealed rates ranging from 
+31 to +56 per cent. 

An x-ray film of the chest showed spotty hazy 
areas of increased density throughout the midlung 
fields, more marked on the right side. There was 
a small amount of fluid at the right base, and a 
larger amount at the left costophrenic angle. The 
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aorta was calcified but not dilated. The heart 
was enlarged, chiefly in the region of the left ven- 
tricle. An intravenous pyelogram showed _nor- 
mal kidney outlines and poor dye excretion. 

The patient was treated with digitalis and Mer- 
cupurin without much improvement. On the fifth 
day after admission, in preparation for a pheno- 
sulfonephthalein test, 1000 cc. of water was admin- 
istered by mouth. This resulted in early anuria 
and later in dysuria. The next day, one hour fol- 
lowing the administration of an evening sedative 
(3 gr. of Amytal), she became irrational and rest- 
less. Cheyne-Stokes respirations developed a half 
hour later. A stomach lavage stopped the irregular 
respirations, but two hours later these recurred. 
Ten cc. of aminophyllin was administered intra- 
venously and permanently stopped the Cheyne- 
Stokes respirations. 

Two days later she complained of severe back 
pain, which radiated to the left. The urine had a 
specific gravity of 1.020 and gave a ++ + test for 
albumin and a -+++-++-+ test for diacetic acid, 
and the sediment contained 1 red cell and 1 white 
cell per high-power field. Catheterized  speci- 
mens of urine examined on the succeeding days 
contained many red cells and occasional white 
cells. No casts were found. The blood chloride 
was 92.55 milliequiv., and the bicarbonate 26.0 
milliequiv. per liter. At this time the temperature 
was slightly elevated, reaching an evening peak of 
100°F., and she complained of generalized aches 
and pains. Another chest roentgenogram still 
showed the same findings. On the nineteenth 
day after admission the patient said she felt poorly 
and complained of some nausea. Three days 
later she suddenly collapsed and had generalized 
convulsions. These ceased in a few seconds. When 
seen by a physician she was cyanotic. The heart 
sounds were inaudible, but feeble gasping res- 
pirations were present. She died within three 
minutes of the observed onset of the attack. 


DIFFERENTIAL DIAGNOsIS 


Dr. Wyman Ricnwarpson: I might interpolate 
here that one would be anxious to know whether 
these clubbed fingers showed a softening at the 
base of the nail, so that when you pressed them the 
nailbed seemed to be slightly afloat, because I do 
not believe you ever see that in congenitally 
clubbed fingers. I am going to disregard this 
finding. 

The blood was slightly hypochromic, which 
probably is not significant. 

I should like to see the chest plates. 

Dr. Georce W. Homes: The films cover a 
period of a little over a month. One film of the 
chest was taken in June, and the others in July. It 
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is obvious that there is a lesion in the chest. The 
process is at the base of the lung, more on the 
right than on the left. It is accompanied by a 
moderate enlargement of the heart, chiefly to the 
left in the region of the ventricle. This second 
film was taken with a Bucky diaphragm and 
overexposure to bring out the character of this 
process in the lower part of the chest. I think the 
bronchial shadows are enlarged. In other words, 
this looks like a bronchiectasis so far as the chest 
films go. I do not see any definite evidence of 
fluid. My interpretation may be wrong, but that 
is the first thing I should think of. 

Dr. Ricuarpson: How about congestion due to 
cardiac failure? 

Dr. Hormes: I should not think so. In the 
first place, the heart does not have the shape seen 
in cardiac failure. There is some dilatation, but it 
does not look like a failing heart. The auricles are 
not dilated enough to account for the change in 
the lung fields. 

Dr. RicHarpson: It is not the condition of local- 
ized edema associated with renal failure that we 
have been shown by Drs. Schatzki and Scott?* 

Dr. Hoimes: It does not look like it to me. 

Dr. Ricuarpson: I was caught on that before. 

Dr. Hotmes: There is such a thing; I cannot 
say that it is not present, but my impression is that 
it is not. In the films taken of the abdomen, the 
kidney outlines are quite evident on both sides 
and the right kidney is distinctly larger than the 
left but both of them, I think, are within normal 
limits. Such a slight difference in size would not 
mean anything definitely abnormal. 

Dr. RicHarpson: Supposing you were thinking 
in terms of myeloma kidney, do you see anything 
suggestive there? 

Dr. Hormes: I should expect them both to be 
enlarged in that case. The most likely interpreta- 
tion of the kidneys is that the right was not func- 
tioning well and that the left kidney had under- 
gone compensatory hypertrophy. The liver shadow 
is well seen, and this, I think, is the spleen. If 
it is spleen, there is no definite enlargement, nor 
do I think that the liver is enlarged. 

Dr. Ricuarpson: But you would not say that 
it was small? 

Dr. Hotmes: No. Of course, x-ray evidence of 
change in the size of the spleen is not accurate. 
But I certainly should not interpret that as being 
particularly abnormal. 

So far as the excretion of the dye is concerned, 
it is very poor. If the test was carried out prop- 
erly, I think we can interpret this as evidence of 
poor function in the kidney. 


*Schatzki, R., and Scott, A. T. Unpublished data. 
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Dr. Ricuarpson: How about the bone struc- 
ture? 

Dr. Homes: It is well within normal limits; 
I do not see any decalcification or any other 
change. 


Dr. Ricuarpson: They did not do the skull? 
Dr. Hormes: No. 


Dr. Ricuarpson: In the first place I am going 
to try to lay this endocrine ghost that has been 
stalking around through this whole story. It is 
not clear why they operated on the adrenal glands 
at the other hospital, whether to look for an ad- 
renal medullary tumor, a so-called “pheochromo- 
cytoma,” or whether to look for an adrenal cor- 
tex tumor. If you glance through the record for 
evidence of endocrine difficulty you find it but 
it all points in different directions. In the first 
place, she had two uncomplicated pregnancies. 
The menstrual history is not mentioned; with the 
history of normal pregnancy we probably can 
consider it normal. We are not sure whether she 
was amenorrheic at the time of entry. I think 
facial hair that is noticeable but not heavy is not 
to be overemphasized. It is a common heredi- 
tary characteristic. Thin and atrophic skin may 
suggest an overactive anterior pituitary gland. 
The laboratory finding of decreased 17-ketosteroid 
excretion is absolutely opposed to an adrenocor- 
tical tumor and in the opposite direction from the 
increased basal metabolic rate. I cannot see how 
one can talk about Cushing’s syndrome in this 
case by any stretch of the imagination just be- 
cause she has a little hair, hypertension and slight 
anemia. I cannot explain, incidentally, the low- 
ered ketosteroid excretion by any theory. I do 
not know much about endocrine disease, but I 
will say that I doubt that Dr. Mallory will find 
any very striking primary disease involving the 
endocrine glands. 

There are two ways of attacking this problem, 
one from a purely clinical angle and the other 
from the laboratory findings. If I take the clini- 
cal angle alone, I think this patient had hyper- 
tensive heart disease, cardiac failure and renal 
failure, probably secondary to renal congestion; 
and the manner of death, although rather sudden 
with convulsions, is best explained on the basis 
of cardiac failure or some vascular difficulty. If 
I look at the laboratory side of it, 1 am going to 
get into trouble. She had a mild anemia, pos- 
sibly accountable on the basis of some renal fail- 
ure and her general condition. Then there was 
this serum protein of 7.2 gm. per 100 cc., which 
is on the high side of normal, particularly since 
the normal values have recently been running 
about 6 gm. or a little over. At any rate, the 
globulin is markedly and definitely ‘increased. 
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One cannot take too seriously any single labora- 
tory finding, but I think one has to take this 
seriously. When I try to figure out what dis- 
eases produce increased globulin to this extent, 
there are not many that I have to mention. Cer- 
tainly not cholera or lymphogranuloma inguinale; 
and I do not believe that sarcoid would kill the 
patient. I come down to two causes that seem 
likely — multiple myeloma and some disease of 
the liver like cirrhosis. 

I get all balled up with electrocardiograms, but 
I do not see anything specific here. I shall ask 
Dr. Harwood to give an opinion, but before he 
says anything, I shall say that the tracing is con- 
sistent with hypertensive heart disease and failure. 

Dr. Reep Harwoop: I agree. 

Dr. Rictarpson: Dr. Holmes bothers me by 
not being willing to say that the x-ray findings 
might be related to cardiac failure. 

Dr. Hotmes: I should not say that they could 
not be. On the other hand, I think they are less 
likely to be that than something else. 


Dr. RicHarpson: Regarding the clubbed fin- 
gers, | remember a recent case in which they were 
very important in connection with bacterial en- 
docarditis, but I cannot see that this case hooks 
up in any way with bacterial endocarditis. I con- 
sidered the question of periarteritis nodosa or 
some similar vascular disease, but I do not see 
any point in talking about that without more 
definite evidence. You can have renal and vas- 
cular changes in periarteritis nodosa, but not 
necessarily hypertension and usually more fever. 
In this case the whole story does not seem to me 
to fit that sort of disease. So that I have come 
down rather reluctantly to two diagnoses. One 
is hypertensive heart disease, with some question 
in regard to what the kidneys might show, — 
probably congestion of the kidney with failure 
and rather fine vascular changes, — with perhaps 
some vascular changes in the brain, possibly 
small areas of hemorrhage, and with cirrhosis 
of the liver on some basis either entirely inci- 
dental or possibly the “rare bird” that I almost 
never see and talk too much about — cardiac cir- 
rhosis. That is one possibility. The only other 
thing I can do is to say that this patient had a 
plasma-cell myeloma with myeloma _nephrosis, 
renal failure, hypertension on this basis and the 
train of symptoms following hypertension with 
combined renal and cardiac failure. I have not 
seen many of these cases, but to me they showed 
renal failure much more clearly than this patient 
showed. The only things in favor of it are the 
high globulin, the poor renal excretion of dye 
and the albuminuria. Bence-Jones protein was 
not looked for. Since I put myself on the horns 
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of that dilemma, the obvious thing to do is to 
take the common disease, and I am going to say 
that this patient’s difficulty was routine hyper- 
tension resulting in cardiac failure and mild renal 
failure, largely on a congestive basis, with vascular 
changes in the kidneys and cirrhosis of the liver 
(? “cardiac”). 

Dr. Tracy B. Mattory: I should like to ask Dr. 
Holmes if in the last fllm he can see anything in 
the superior mediastinum. 

Dr. Hotmes: I can see something in the last 
film that is not in the first. It is beneath the 
clavicle on the right side. It did not impress me. 

Dr. Martory: You do not care to go farther? 

Dr. Hotmes: Recently we have seen a series 
of cases with shadows of that kind, which turned 
out to be due to the innominate artery. Most of 
them are normal. They are usually caused by 
tortuosity of the aorta. Aneurysm of the innomi- 
nate artery, however, can produce such a shadow, 
as can a large peritracheal lymph node. 


CLINICAL DIAGNOSES 


Hypertension. 
Hypertensive and coronary heart discase 
Coronary occlusion. 


Dr. RicHARDSON’s DIAGNOsEs 


Hypertension. 

Hypertensive heart disease. 
Congestive failure. 

Vascular nephritis (slight). 
Cirrhosis of the liver (? “cardiac”). 


ANATOMICAL DIAGNOSES 


Dissecting aneurysm of aorta, with rupture into 
mediastinum and left pleural cavity. 

Hematoma, left. 

Hypertrophy of heart, hypertensive type. 

Arteriosclerosis, marked: aorta. 

Pyelonephritis, chronic, inactive. 

Cystitis, acute. 


PaTHOoLocicaL Discussion 


Dr. Matiory: When this patient first came in, 
she obviously impressed everyone who saw her 
as the complaining sort. Consequently from then 
on when she had discomfort they discounted it 
heavily. She did complain bitterly of pain in the 
back, and the note in the record reads, “Patient 
complains of pain in the back, probably postural.” 
Nothing was done about it. In another note, it 
is stated that she complained of aches and pains 
all over but apparently no specific inquiries were 
made as to where they might or might not be. 
That is unfortunate because she unquestionably 
did have severe pain in the back, owing to a dis- 


secting aneurysm. The dissection had evidently 
occurred some time before death. The day on 
which she complained of severe back pain was 
fourteen days before death, and the blood in the 
outer channel was not merely clotted but partially 
organized. It was also evident that at the time of 
or immediately following the initial attack of dis- 
section the outer wall had torn slightly; this re- 
sulted in a leakage of blood into the superior me- 
diastinum, where a hematoma of considerable di- 
mensions was present, which likewise showed or- 
ganization. This must have been present at the 
time the last chest film was taken. 

The terminal episode in this patient was a 
further rupture of the outer layer into the medias- 
tinum and hence into the left pleural cavity, which 
contained 2500 cc. of fresh blood. 

The kidneys were interesting. They were some- 
what small, weighing 250 gm., but markedly 
scarred, and both showed an extremely severe vas- 
cular disease with disproportionate destruction of 
the tubules as compared with that of the glo- 
meruli. Whether it was entirely a vascular nephri- 
tis or whether there was an underlying old pyelo- 
nephritis, I am not certain. I am tempted to 
believe this was hypertension based on a long- 
standing and inactive pyelonephritis. 

The terminal changes in the urine, — the occur- 
rence of numbers of red cells and so forth,—I 
think was not due to any interference with their 
blood supply by the dissecting aneurysm but rather 
to the development of acute hemorrhagic cystitis, 
which was merely a terminal complication. 

The liver showed a very mild chronic type of 
congestion and by no stretch of the imagination 
could you call it “cardiac cirrhosis.” The bone 
marrow showed no plasma cells. The lungs showed 
a little emphysema and fibrosis, so the pulmonary 
changes were not entirely due to congestive fail- 
ure. We did not find any clearly defined bron- 
chiectatic cavities, however, so I am left with ab- 
solutely no explanation of the elevated globulin 
and reversed albumin-globulin ratio. We found 
no evidence of endocrinopathy; the pituitary, thy- 
roid and adrenal glands and the ovaries were all 
quite normal. 


CASE 28452 
PRESENTATION OF CASE 


First admission. A fifty-eight-year-old physician 
was admitted because of diarrhea and pain in the 
right lower quadrant. 

For fifteen years prior to admission the patient 
stated that he tended to have frequent episodes 
of diarrhea approximately every two or three 
weeks, each lasting two or three days. These 
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were usually accompanied by gaseous eructations 
and sometimes by a spell of vomiting. Occasion- 
ally there was a coincident fever. Hypogastric 
cramps occasionally accompanied the diarrhea, 
and often these were localized in the right lower 
quadrant. There was some mucus in the stools, 
but they were never tarry and did not contain 
blood. 

In addition to the fairly mild episodes in which 
he had three or four loose movements each day, 
he had two acute attacks, one six years and another 
eight weeks before entry, in which he was pros- 
trated by acute abdominal cramps, nausea, vomit- 
ing, very frequent watery stools, fever and an 
initial chill. The most recent episode began about 
twenty hours before admission when, following 
a hearty dinner, he began to have watery stools, 
vomited, retched several times and had general- 
ized abdominal cramps. There was apparently 
no fever. He had a miserable night but felt bet- 
ter the next morning. During the next day he 
had two formed stools but later in the afternoon 
he had a shaking chill. His physician reported 
that his temperature was 103°F. There was no 
further diarrhea. The patient believed that 
oranges or pineapple juice, onions, and fresh fruits 
in general upset him and initiated the diarrhea. 
There was no weight loss. 

The family history was noncontributory. 

The patient had had a severe attack of scarlet 
fever at the age of fourteen, followed by neph- 
ritis, which later went into a nephrotic stage with 
persistent albuminuria for more than twenty 
years. He believed that he had had no albu- 
minuria during the subsequent twenty-two years. 
He had taken several trips to the West Indies 
within the previous ten years, and on one occa- 
sion had had an attack of diarrhea that lasted 
only one night. Four years before entry, he had 
an attack of severe substernal pain after walking 
four blocks. This lasted five minutes and never 
recurred. Eight weeks previously, during the at- 
tack of diarrhea, his heart rate jumped to 180 but 
returned to a normal rate after pressure was ap- 
plied to the carotid sinus. He had been taking 
some alkali in recent months for gaseous eructa- 
tions and “heart burn.” 

Physical examination revealed a slightly flushed. 
obese man in some discomfort. The examination 
of the heart and lungs was negative except for 
scattered fine moist rales audible over the pos- 
terior bases of both lungs. The abdomen was 
soft and protuberant. There was no rigidity, and 
no masses were felt. There was a slight amount 
of tenderness over most of the right lower quad- 
rant. No costovertebral tenderness could be 
elicited. The peristaltic sounds were hyperactive. 
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No tenderness was found on rectal examination, 
and the prostate was not enlarged. 

The blood pressure was 142 systolic, 82 dias- 
tolic. The temperature was 98°F., the pulse 110, 
and the respirations 20. 


The examination of the blood revealed a hemo- 
globin of 14.7 gm. and a white-cell count of 14,100 
with 92 per cent polymorphonuclears, 6 per cent 
lymphocytes and 2 per cent monocytes. Twenty- 
four hours later the white-cell count had dropped 
to 11,400 with 71 per cent polymorphonuclears. 
Further white-cell counts showed figures consist- 
ently less than this. A blood Hinton test was 
negative, as was the urine examination. The 
blood nonprotein nitrogen was 22 mg. per 100 cc. 
The stool was greenish brown and guaiac nega- 
tive; no amebas or amebic cysts were seen. An 
clectrocardiogram demonstrated a normal sinus 
rhythm of 100 and slightly lowered T waves. 

A flat plate of the abdomen showed what was 
interpreted as tuberculous lymph nodes in the 
right lower quadrant. There were no abnormal 
gas or soft-tissue shadows. The kidney outlines 
were normal. There were no shadows present 
that could be interpreted as stones. A barium 
enema showed that the colon filled readily; there 
were no constant irregularities or filling defects. 
About 15 cm. of the terminal ileum filled, and 
there was a constriction in its terminal portion 
opposite the tip of the cecum. The appendix 
was not visible. Practically all the barium was 
evacuated. Later a barium meal revealed a small 
hiatus hernia and fairly persistent spasm of the 
antrum of the stomach and the pyloric valve. The 
stomach and duodenum were otherwise normal. 
Serial examinations of the small bowel revealed 
no evidence of obstruction, but the constriction 
in the terminal ileum was again demonstrated. 
The mucosa at the site of the constriction was 
distorted and appeared to have been destroyed 
over an area less than 1.0 cm. in length. The 
cecum did not remain filled completely, there 
being a gap between the terminal ileum and 
transverse colon producing the so-called “Stierlin 
sign.” The mucosa of the cecum and ileum ap- 
peared normal. The appendix did not fill. There 
was no dilatation of the small bowel. 

The stools were repeatedly examined for the 
presence of amebas and amebic cysts, employing 
the zinc sulfate flotation method, but without 
success. 

After nine days of hospitalization the patient 
was discharged without an established diagnosis. 
He was told to return after a month of rest for 
an exploratory abdominal operation. 

Second admission (one month later). Follow- 
ing discharge the patient had felt well. During 
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the interval he had not suffered with tenesmus, 
cramps or diarrhea. 

There was no definite change in the physical 
examination, and on the second day an operation 
was performed. 


DIFFERENTIAL DIAGNOSIS 


Dr. Ciirrorp FranskEN: ‘This case, in sum- 
mary, resolves itself into the differential diagnosis 
of lesions of the terminal ileum that are chronic 
and produce partial intestinal obstruction or per- 
haps chronic or recurring intussusception in a man 
of fifty-eight. Except for the findings in the right 
lower quadrant, the data do not seem to be rele- 
vant. The history, of course, is important, espe- 
cially the fifteen-year duration, if one is going to 
try to make a single diagnosis that will explain 
the symptoms over all these years. Throughout 
this period he had recurrent inflammatory epi- 
sodes and obstruction, cramps, nausea, vomiting, 
watery stools and so forth. One must depend on 
the x-ray findings in the right lower quadrant 
because he had no palpable mass. 

The diagnoses to be considered are several.. The 
first thing that suggests itself from the x-ray find- 
ings is tuberculous nodes in the right lower quad- 
rant. Presumably the record means that calcified 
nodes were found. These can occur coincidentally 
in a large number of people of this age in x-ray 
examinations for other conditions, and alone they 
do not establish the diagnosis. Similarly, the ap- 
pendix did not fill. In a large percentage of pa- 
tients of this age who have routine examinations, 
I am quite sure the appendix does not fill, and it 
may not be important in this case. 

I wonder if we may see the x-rays before we 
go any farther. 

Dr. Ricuarp ScuatzKi: This is the barium 
enema, and this represents the small area of 
narrowing that is described in the record. It is 
about 1.5 to 2.0 cm. in length and is constant be- 
cause the film taken after evacuation also shows 
it. I should agree with the record that the muco- 
sal pattern is markedly distorted and that the 
mucosa seems to be destroyed. This is another 
set of films taken after the oral administration of 
barium, and you can see this same area again. 
It is certainly a well-localized destruction of the 
ileum. 

Dr. Fransten: Would you care to say a word 
about Stierlin’s sign? 

Dr. Scnatzxt: I think what the examiner meant 
is what a Swiss roentgenologist described thirty 
years ago—namely, a constant failure of the 
cecum and of the adjacent part of the ascending 
colon to fill during barium examination by mouth, 
in association with tuberculosis of the ileocecal re- 
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gion. I should say this was suspicious of it but 
by no means definite. 

Dr. Fransten: This could be present in any 
condition that gives spasm of the cecum? 

Dr. Scuiarzki: Very definitely so. The record 
does not say anything about the cecum, but it 
appears normal so far as I can see. 

Dr. Franseen: Is that area at the lower end 
of the cecum significant? It does not show the 
same smooth outline as the rest. 

Dr. Scuatzxi: It looks quite normal on the 
postevacuation film, however. 

Dr. Fransren: To go back to the things we 
have to consider. First, we have tuberculosis. Are 
these the calcified areas here? 

Dr. Scuatzki: Yes. 

Dr. Fransten: They are calcified retroperito- 
neal nodes. If one considers a tuberculous process 
that has gone on over a period of fifteen years, it 
seems to me that one would expect to find more 
than is seen here. This lesion appears primarily 
to involve the ileum, over a relatively short seg- 
ment, and not the cecum. After fifteen years one 
would have expected an inactive process, probably 
a cicatrizing lesion, which might simulate this 
condition. 

I am trying to recall an interesting case in a 
man somewhere around fifty years of age that we 
had three or four years ago. The only lesion he 
had was a minute constricting area some distance 
from the ileocecal valve. If I had not known of 
that case I should not be suspicious of this area as 
being due to tuberculosis. It is my impression 
that tuberculosis is primarily an ulcerating process 
and would occur most likely in a younger man. 

The next thing to consider, of course, is regional 
enteritis. It, too, is a disease of youth. I per- 
sonally do not remember any case in a patient as 
old as this man, nor do several of my colleagues 
whom I questioned. Regional enteritis usually 
occurs in patients under forty. It is primarily a 
disease of youth, and probably of not so long dura- 
tion as this condition, which has gone on for fif- 
teen years. It also seems likely that if it had gone 
on to this stage of intestinal obstruction a mass 
would have been found, which is not true. Fur- 
thermore, the typical x-ray appearance of the bowel 
with the usual string sign is not present. The 
last patient I saw who had the string sign was 
a man of forty who proved to have an adenocar- 
cinoma, so that sign may also be misleading. I 
should not consider regional enteritis seriously 
lor these reasons. 

Other inflammatory processes must be discussed 
because there were recurrent episodes. An ap- 
pendix abscess sometimes produces bizarre find- 
ings, but under this diagnosis one would have to 
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make some other explanation for the episodes pre- 
ceding the present one unless the patient had an 
obscure chronic appendicitis associated with ob- 
struction. Also, no mass was palpable, so that 
there is not much reason to consider appendix 
abscess in this case. 

One must, of course, consider a tumor. The 
malignant tumors that perhaps most frequently 
involve this segment of the bowel are sarcomas 
of the small intestine, carcinomas and lympho- 
sarcomas. Lymphosarcoma would probably in- 
volve a larger area. The long duration is against 
malignancy unless it had been superimposed on 
a benign condition over these years. One might 
consider that the repeated episodes of obstruction 
were caused by intermittent intussusception or 
partial intestinal obstruction by some benign tu- 
mor in this region, but the usual benign tumors, 
such as lipomas, xanthomas and fibromas, are or- 
dinarily somewhat pedunculated and are not 
circular and constricting as this lesion appears to 
be. The only other condition that I can consider 
in which one could have a benign tumor which 
would gradually advance and produce this picture 
is a carcinoid. The small intestine is the com- 
monest site of carcinoid, except the appendix. In 
this case, one might suppose that the appendix 
was the primary site of the carcinoid and that the 
area in the ileum was involved secondarily, but I 
think that a primary carcinoid of the ileum is more 
probable. That would fit in best with the history 
of fifteen years’ duration, because these tumors 
grow very slowly; however, I do not know of any 
case of carcinoid with such a long duration. It 
is conceivable that it might occur because other 
similar benign conditions can go on and produce 
symptoms like these until the final episode of more 
complete obstruction. The patient was in the age 
group in which carcinoid commonly occurs—an- 
other point in its favor. Likewise, the mass was 
small. Carcinoids can, of course, grow to consid- 
erable size and metastasize. 

I should have to use carcinoid of the ileum as 
the diagnosis best fitted to this case. Tuberculosis 
cannot be entirely excluded, but I think it is un- 
likely. 

Dr. Scuatzki: If our impression is correct that 
the mucosa was destroyed, does that not argue 
against the diagnosis of carcinoid? 

Dr. Franseen: Yes; but that is at variance with 
the opinion given in the abstract. It says that the 
area was possibly destroyed over an area 1 cm. in 
length, which would be consistent with carcinoid. 
Of course, if the carcinoid had become malignant, 
the destruction of the mucosa would be consistent. 

Dr. Scuatzk1: I do not know the answer, but 
I should say from looking at the films that the 
mucosa was destroyed. 
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Dr. Fransten: That would be very much more 
in favor of a malignant process, possibly carcinoma. 

Dr. Mattory: Even in cases in which carci- 
noids have become invasive and have metastasized 
to the regional lymph nodes we have not seen even 
one case with, ulceration in the mucosa. It grows 
in a disk-like form in the submucosa and never 
spreads through to the surface. 

Dr. Fransken: But when carcinoma _inter- 
venes, what occurs? 

Dr. Mattory: That does not happen. A car- 
cinoid is not an epithelial tumor and never turns 
into carcinoma. It is potentially a malignant tumor 
in its own right but does not become a carcinoma: 
it remains an argentaffine tumor. 

Dr. Franseen: I understand that is a disputed 
point among pathologists. You believe that it 
does not become carcinomatous? 

Dr. Mattory: Yes; Masson showed very defi- 
nitely that it is a tumor of some peculiar nerve end 
organ rather than a tumor of the epithelium. 


DIAcGNosis 


Regional enteritis? 
Tuberculosis? 
Appendix abscess? 


Dr. FRANSEEN’s 
Carcinoid of ileum, probably malignant. 


ANATOMICAL DIAGNOSES 


Appendicitis, healing. 
Inflammation of Meckel’s diverticulum, acute. 


PaTHOLocicaL Discussion 


Dr. Mattory: I am sorry Dr. Arthur W. Al- 
len, who operated on this patient, is not here to 
discuss the case. On the first entry, the patient 
was studied by Dr. Allen and Dr. Chester M. 
Jones and was discharged with three questionable 
diagnoses: regional enteritis, tuberculosis and ap- 
pendix abscess. It was eventually decided that 
the possibility of appendix abscess was great 
enough so that he should return for operation as 
soon as he could adjust his affairs, and that was 
done. 

On the second entry he was promptly operated 
on, and the first thing that popped into sight 
when the abdomen was opened was a Meckel’s di- 
verticulum. A little further exploration showed 
an appendix buried in adhesions along the brim 
of the pelvis, with no pus about it and no evi- 
dence of abscess. Both the appendix and the 
Meckel’s diverticulum were removed. The sur- 
geon’s impression was that the appendix had been 
recently inflamed and was in a subsiding stage. 
In the laboratory, we formed another impression. 
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The appendix did not impress us greatly, and the 
Meckel’s diverticulum contained purulent exu- 
date in the lumen. So we believed there was an 
acute or still active diverticulitis and that the 
appendix, which was about two thirds obliterated, 
had undoubtedly, at various times in the past, 
been the seat of an inflammatory process but prob- 
ably not in an extremely recent period. The ana- 
tomic findings are difficult to correlate with the 
x-ray findings, and yet I think we must assume 
that Dr. Allen was able to rule out such possibili- 
ties as tuberculosis, regional ileitis and carcinoid 
since he had a good exposure of the entire terminal 
ileum and nothing was found except the Meckel’s 
diverticulum. 

Dr. Scuatzk1: How far away from the ileo- 
cecal valve was the Meckel’s diverticulum? 

Dr. Mattory: I judge very close, but it was 
not measured. 

Dr. Scuatzk1: This lesion is only 5 cm. prox- 
imal to the ileocecal valve. That would be very 
low for a Meckel’s diverticulum. Furthermore, 
I still cannot see a diverticulum. 

Dr. Gienpy: How often can you demonstrate 
it? 

Dr. Scuatzk1: We hardly ever see the diver- 
ticulum itself, probably because it looks so much 
like the intestine. This is particularly true in the 
usual position of a diverticulum, higher up where 
it is difficult to distinguish the intestinal loops. 
But in this case the questionable loop is clearly 
separated. The diverticulum should have shown 
up, unless its entrance was closed and therefore 
did not fill with barium. 

Dr. Mattory: The operative note said that the 
walls about the mouth were very thick. 

Dr. Scuatzk1: Then that is a possibility; how- 
ever, the position is unusually low for a Meckel’s 
diverticulum. 

Dr. Gienpy: Do you think that the diverticu- 
lum was close enough to the area of narrowing 
to produce spasm? 

Dr. Mattory: That is my hypothesis. I think 
anyone has a right to disagree with it. I do not 
believe we have proved it at all. 

Dr. Franseen: Spasm could not produce de- 
struction of the mucosa. 

Dr. ScHatzk1: Obviously, the mucosa was not 
destroyed, just swollen. 


The following post-conference statement was 
obtained from Dr. Arthur W. Allen: 


I regret having been absent from the clinicopathological 
conference on Case 28452, because I could have cleared up 
many of the points that seemed to worry the discussers. 
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In the first place the patient gave a very atypical story 
for appendicitis, since in addition to nausea, vomiting and 
abdominal pain he had profuse diarrhea. This is very 
unusual in appendicitis because the inflamed appendix 
usually does not rest near enough to the rectum to produce 
peristalsis by irritation. 

The patient entered the hospital twenty hours after the 
onset of his episode, and although he had a leukocytosis 
consistent with an inflammatory process, the abdomen was 
generally tender and there was no evidence of localization, 
either abdominally or by rectal examination, Finally, how- 
ever, he did develop tenderness in the right lower quad- 
rant. 

The probability that the condition was due to appen- 
dicitis was so strongly considered that the patient was 
strictly Ochsnerized, and he made a fairly prompt response 
to this treatment. His temperature, having reached 103°F. 
as a peak, came down to normal on the fourth day. 
Peristalsis, which had ceased after he entered the hospital, 
again became normal, and food and fluids were resumed 
by mouth. 

The repeated minor episodes, with two previous severe 
attacks, always associated with a very sensitive colon, made 
us wonder whether the whole process might be accounted 
for on some basis other than simple, acute appendicitis. 
Very careful studies were made, including many stool 
examinations for amebas, since his first severe episode had 
taken place while on a Caribbean cruise. 


The x-ray examinations were not quite so puzzling to 
Dr. Hampton and to me as they appeared to be at the 
time of the conference. In fact, Dr. Hampton thought 
that appendix abscess explained the situation better than 
any other diagnosis. After the febrile reaction had quieted 
down, there was a very definite, although ill-defined, mass 
which could be felt bimanually in the right side of the 
abdomen; and the patient was discharged with a diagnosis 
of appendicitis with peritonitis, to return for deliberate 
appendectomy after four weeks. 

The findings at operation are not described well in the 
abstract, owing, I am sure, to our own carelessness in 
dictating the operative note. The Meckel’s diverticulum 
was not adherent to any structure; it had no appearance 
whatever of acute inflammation, and the fact that it was 
found acutely inflamed by pathological examination does 
not indicate that this had anything to do with the acute 
episode six weeks previously. The appendix, however, 
was lying in the pelvis next to the rectum and was ad- 
herent to it, and when it was elevated out of the pelvis, 
it was obvious that we were freeing fresh, more recent 
adhesions. The distal half of the appendix was thickened 
and reddened, and appeared exactly like many I have 
removed several weeks after a known acute inflammatory 
attack, 

There was no doubt whatever in my mind or in my 
assistant’s mind that the appendix had accounted for the 
patient’s acute attack and that the Meckel’s diverticulum 
was, in fact, an incidental finding. 

The patient’s convalescence after operation was identical 
with the type that goes with an appendix removed under 
these circumstances; in other words, there was more febrile 
reaction than in the removal of an interval or normal 
appendix, and considerably more ileus than is usually 
seen. This might have been due to the added removal 
of the Meckel’s diverticulum, but I believe is more likely 
to have been due to the stirring up of the quiescent infec- 
tion in the pelvis. 
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THE ONE-DAY CURE 
FOR SYPHILIS 


Ir is surprising that the Reader’s Digest, which 
renders a notable service with its excellent sum- 
maries of current magazine articles and new 
books, should publish for lay consumption an 
article* on a new one-day cure for syphilis as if 
the procedure were already available for every 
physician to use as safe and scientific on any and 
all patients with syphilis. 

Such an ill-advised statement has raised many 
false hopes and disturbed many patients who are 
progressing satisfactorily under treatment. It has 
instigated many queries to physicians and medical 
journals about a method that is still in the experi- 
mental stages. ‘The method has very definite 


*de Kruif, P. Found: a one-day cure for syphilis. Reader's Digest, Sep- 
tember, 1942. 
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hazards. Not everyone can tolerate a fever of 
106°F., and patients with certain defects should 
never be exposed to such a temperature. The ap- 
paratus and controls are not at hand. Neither 
physicians nor nurses have had sufficient training 
in the method. Too few cases have been treated 
and too short a time has elapsed to know if there 
are any late serious effects of the treatment and 
if the results on the disease are permanent. It may 
be a step forward in the treatment of syphilis, but 
much experimental work must be done to be 
sure that this particular technic is the proper pro- 
cedure for every case of syphilis. There are many 
pitfalls in this complicated program, and it is cruel 
for a scientifically trained writer to propose such 
a method to the public as accepted: and readily 
available in every city and town. Furthermore, 
why did this writer pick out an eleven-year-old 
article to stress the bad effects of routine anti- 
syphilitic treatment? In a letter published in the 
September 19 issue of the Journal of the American 
Medical Association, Dr. Harold N. Cole, a dis- 
tinguished syphilographer and the author of the for- 
mer article, emphasizes the bad effects of publiciz- 
ing prematurely an experimental procedure that 
needs confirmation before it is widely available 
for syphilis in general. 

Physicians can assure their questioning patients 
that the one-day treatment is in the experimental 
stage and is not a safe and sure procedure and that 
it will eventually be made readily available if 
scientific evidence warrants its acceptance. In- 
cidentally, one cannot refrain from suggesting that 
the publication of medical articles in a periodical 
for lay consumption is a great responsibility and 
one that cannot be discharged properly without 
the aid of competent medical opinion. 


GUIDES TO THERAPY FOR 
MEDICAL OFFICERS 


An excellent pocket-sized technical manual, en- 
tiled Guides to Therapy for Medical Officers,+ has 
recently been issued by the War Department. As 


tWar Department. Technical Manual 8-210. Guides to Therapy for Med:- 
cal Officers. 185 pp. Washington: Government Printing Office, 1942. 
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stated in the opening paragraph, the purpose of 
this manual is to provide the medical officer with a 
handy text containing guides to therapy under 
emergency conditions or in diseases with which he 
is relatively unfamiliar. The accepted treatment 
of the diseases commonly encountered in civilian 
life is not discussed, nor are such topics as the con- 
trol of communicable diseases and sanitation. In 
other words, it is intended to serve as a guide to 
the “general practitioners” of the Army and not 
as a text for specialists, who are likely to be sta- 
tioned with evacuation units or in general hos- 
pitals. It is also emphasized that the text does 
not comprise rules and regulations that must be 
followed, but merely suggestions to be used at the 
discretion of the medical officer. 

The manual is well conceived and carefully 
executed. The Surgeons General of the Army and 
Navy, early in 1940, requested the Division of 
Medical Sciences of the National Research Council 
to establish committees that should act in an ad- 
visory capacity to the two medical corps. Much of 
the text of this manual is based on material com- 
piled by these committees. Final revision was con- 
ducted by pertinent divisions of the Office of the 
Surgeon General, United States Army. The manu- 
al was edited by a member of the Committee on 
Information of the National Research Council. 

The reports of the many experts are presented in 
an easily readable, compact and orderly fashion. 
The major subjects covered are as follows: surgical 
emergencies; medical emergencies; diagnosis and 
treatment of venereal diseases; chemotherapy and 
serotherapy in certain infectious diseases; treatment 
and control of certain tropical diseases; and rickett- 
sial diseases. The contributors to each of these sec- 
tions include many of the leading names in Amer- 
ican medicine and surgery. 

Under surgical emergencies are included the 
commonest types of wounds in various parts of the 
body, the management of shock and the early treat- 
ment of burns. Most of the essential details are 
given, but the specialized forms of treatment 
that can be undertaken only by experts are almost 
entirely omitted. The section on medical emer- 
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gencies covers the majority of situations that might 
arise under the great variety of conditions to which 
troops are likely to be subjected, including such 
diverse items as acute poisoning from various 
foods, chemicals, plants and animal sources, sea- 
sickness, altitude sickness, the effects of exposure 
to heat and cold, starvation and the acute psycho- 
ses. The sections on tropical and rickettsial dis- 
ease are meant to acquaint medical officers with 
conditions that are rarely encountered in civilian 
practice but that are very likely to be met with in 
the far-flung regions where troops may be operat- 
ing. Each section is preceded by a table of con- 
tents, and there is a well-arranged and easily usable 
index at the end of the volume. 


The manual seems well suited for the purposes 
for which it is intended. In fact, it could advanta- 
geously serve as an abbreviated and handy text for 
general practitioners and for medical students and 
hospital interns who are likely to see active military 
service in the near future. It is likewise suitable 
as a “procedure book” for use in the emergency 
rooms of general hospitals. No doubt, the manual 
will be kept up to date when reprinting becomes 
necessary. It can be obtained for twenty-five cents 
from the Superintendent of Documents, Washing- 
ton, D. C. 


MEDICAL EPONYM 


Scuick TEsr 


This was first described by Dr. Béla Schick 
(1877), then private docent in the clinic of Profes- 
sor von Pirquet in Vienna, in an article “Die 
Diphtherietoxin-Hautreaktion des Menschen als 
Vorprote der prophylaktischen Diphtherieheil- 
seruminjektion [The Diphtheria-Toxin Skin Reac- 
tion in Man as a Preliminary Test in the Pro- 
phylactic Injection of Diphtheria Antitoxin]” in 
the Miinchener medizinische Wochenschrift 
(60*:2608-2610, 1913). A portion of the translation 
follows: 


For intracutaneous injection, the ordinary  1-cc. 
Rekord syringe marked in tenths is needed. The most 
important part is the needle, which . . . should be as 
fine as possible, with a short bevel, in order that the 
opening of the needle may be covered as quickly as 
possible when it is introduced into the most super- 
ficial layers of the skin. A dose of 0.1 cc. of a dilution 
of the toxin, which must be calculated in each case, is 
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given. Asarule, one fiftieth of the minimal lethal dose 
for a 250-gram guinea pig suffices — for example, with 
a lethal dose of 0.005 cc. for a 250-gram guinea pig, 
an injection of 0.1 cc. of a 1:1000 dilution. If the 
injection is successful, there is at once apparent a white 
wheal-like elevation with dots corresponding to the 
orifices of the hair follicles. 

The changes that occur at the site of injection of the 
diphtheria toxin resemble in appearance those occurring 
during the first twenty-four to forty-eight hours of a 
positive tuberculin reaction. . . . 

A negative response to the intracutaneous test always 
indicates the presence of diphtheria-toxin antibodies in 
sufficient amounts for prophylaxis. . . . A positive test 
does not indicate their absence with the same cer- 
tainty, since many individuals, children as well as 
adults, may show an in atory reaction at the 
site of injection of diphtheria toxin in spite of the 
presence of protective substances in their serums. 


R. W. B. 


MASSACHUSETTS MEDICAL SOCIETY 


COMMITTEE ON MATERNAL WELFARE 


ANALYsIs OF CAusEs OF MATERNAL DEATH 
In MASSACHUSETTS DURING 1941 


PNEUMONIA 


As the tabulation of medical causes of maternal 
death printed in last week’s issue of the Journal 
shows, pneumonia ranked second to heart disease 
as a fatal complication of pregnancy. There were 
12 cases in which this disease was the primary 
cause of death during 1941: in 7, the infection fol- 
lowed normal delivery; in 3, the patients died 
undelivered; and in 2, there had been an opera- 
tive delivery. Autopsies were performed in 5 
cases. 

Of the 7 associated with normal delivery, the 
first case was that of a patient who developed 
pneumonia on the third post-partum day and died 
three days later. Autopsy revealed a normal pel- 
vis and bronchopneumonia of the influenza type. 

The second patient, when five and a half months 
along in her second pregnancy, developed pneu- 
monia; a spontaneous abortion occurred the day 
after hospital entry. The infection was due to a 
Type 22 pneumococcus, and in spite of sulfon- 
amide and serum therapy, death occurred the fol- 
lowing day. 

The third patient developed a fever thirty-six 
hours post partum. Blood cultures were negative; 
the patient was given sulfathiazole and trans- 
fused; a clinical diagnosis of pneumonia was made 
and confirmed at autopsy. 

The fourth patient entered the hospital at term 
with an acute upper respiratory infection. She 
had a normal, rapid delivery but died on the tenth 
post-partum day, autopsy -proving the cause of 
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death to be bronchopneumonia and pneumococcal 
septicemia. 

The fifth patient, who had had thirteen previous 
pregnancies, entered the hospital cyanotic and with 
a pulse rate of 140. Ten hours after entry, she 
delivered herself of a 2-pound infant, and lived 
but thirty-four hours post partum. A diagnosis 
of pneumonia was confirmed at autopsy. 

The histories of the last two cases in this group 
are incomplete. One of them entered the hospital 
with influenza and died during delivery. The 
other case was that of a patient delivered at full 
term of a living child who died a few days after 
delivery. 

Of the 3 cases allocated to pneumonia who died 
undelivered, the first was that of a patient, five 
months along in her third pregnancy, who died 
four hours after admission to the hospital. 

The second patient entered the hospital at term 
with acute bronchopneumonia. She had had a 
cold for three weeks and died undelivered three 
days after entry. An autopsy was performed, and 
death was found to be due to bronchopneumonia. 

The third patient was a woman who, in the 
seventh month of her third pregnancy, had called 
her physician because of a severe cold of three 
days’ duration. She was sent to the hospital, and 
a diagnosis of bronchopneumonia made by x-ray 
study. Death occurred four days after entry, and 
a living child, weighing 6 pounds, 3 ounces, was 
delivered by post-mortem cesarean section. The 
causative organism was a Type 3 pneumococcus. 

The remaining 2 cases were patients who were 
delivered by operative intervention. The first case 
was handled unintelligently: after sixty-hour 
labor and an unsuccessful attempt at high-forceps 
delivery, a cesarean section was done. Pneumonia 
developed postoperatively. This, of course, was 
an unjustifiable death. 

The second patient was delivered by low forceps. 
There is no evidence in the record that pneumonia 
was present at the time of delivery, but two weeks 
afterward x-ray films showed a bilateral lobar 
pneumonia, from which she did not recover. 

It is very gratifying that only one of these cases 
was a postoperative pneumonia and that this was 
the only case associated with unintelligent obstet- 
rics. ‘Those patients who died undelivered em- 
phasize particularly the seriousness of pneumonia 
as a complication of pregnancy. It must be borne 
in mind that a cold may develop into bronchitis 
and bronchitis into pneumonia, and that during 
pregnancy the patient with a common cold must 
be treated more conservatively than she would be 
if she were not pregnant. The attending physician 
should be notified immediately, and rest in bed 
should be ordered. A cold accompanied by a fever 
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requires medical examination. Although chemo- 
therapy and serum treatment have undoubtedly re- 
duced the mortality from pneumonia, both meth- 
ods to be successful require early diagnosis. Only 
closest possible co-operation between the physician 
and the patient will make the treatment of pneu- 
monia as successful as it should be. 


DEATHS 


ADAMS — Cuartes W. Apvams, M.D., of Cambridge, 
died October 20. He was in his sixty-fourth year. 

Dr. Adams received his degree from Harvard Medical 
School in 1905 and was a member of the Massachusetts 
Medical Society and the American Medical Association. 

His widow survives him. 


COON — Witi1am_H. Coon, M.D., of Easton, Con- 
necticut, died October 6. He was in his sixty-eighth year. 

Dr. Coon received his degree from Bellevue Hospital 
Medical College, New York, in 1897. He had served as 
assistant physician at the Northampton Insane Hospital, 
as house officer at the Boston City Hospital, as executive 
officer of the Harvard Infantile Paralysis Commission, 
and as health commissioner of Bridgeport, Connecticut. 

He was a former member of the Massachusetts Medical 
Society. 

His widow, a son and a daughter survive him. 


GREENWOOD — ALLEN GreENwoop, M.D., of Bos- 
ton, died October 23. He was in his seventy-seventh 
year. 

Born in Chelsea, he received his degree from Harvard 
Medical School in 1889 and served his internship at the 
Boston City Hospital. Dr. Greenwood was professor of 
ophthalmology, emeritus, at Tufts College Medical School 
and lecturer on ophthalmology in the Courses for Grad- 
uates, Harvard Medical School. He was affiliated with the 
Boston City Hospital, the Massachusetts Eye and Ear In- 
firmary, the Beth Israel Hospital, the New England Hos- 
pital for Women and Children, Adams House, the Wal- 
tham Hospital, the Milford Hospital and the Framingham 
Union Hospital. 

Dr. Greenwood was a fellow of the Massachusetts Medi- 
cal Society and the American Medical Association. He 
held memberships in the American Academy of Ophthal- 
mology and Oto-Laryngology, the American Ophthalmo- 
logical Society, of which he was a former vice-president, 
the Association for Research in Ophthalmology, the New 
England Ophthalmological Society and the American Col- 
lege of Surgeons. 

His widow, two daughters and a son survive him. 


WALKER — Harry A. Warker, M.D., of Somerville, 
died October 30. He was in his sixty-second year. 

Born in Binghamton, New York, he received his de- 
gree from Cornell University Medical College in 1905. He 
served for four years in New York hospitals before mov- 
ing to Somerville, where he was a member of the staff of 
the Somerville Hospital. 

Dr. Walker was a fellow of the Massachusetts Medical 
Society and the American Medical Association. He was a 
member of the Somerville Medical Society, the Cornell 
Medical Alumni, and the Cornell Club of New England. 
His widow, a son, and two daughters survive him. 
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WAR ACTIVITIES 


SELECTIVE SERVICE 


The following announcement by the Massachusetts state 
director of selective service is of general interest. 


It has been decided by National Headquarters, Se- 
lective Service, not to extend the program of physical re- 
habilitation. Further activity relative to this program 
has been discontinued so far as the Selective Service Sys- 
tem in Massachusetts is concerned. The names of those 
physicians, dentists and institutions who have signified 
their willingness to participate in a program of rehabilita- 
tion will be kept on file at State Headquarters. 

This is not intended to affect or interfere with projects 
or programs for rehabilitation of Selective Service regis- 
trants on the part of groups or organizations not directly 
connected with Selective Service. 


Local-board examining physicians have been asked to 
exercise discretion in utilizing the services of examining 
dentists in the physical examination of selectees. Dental 
diseases or defects are no longer shown as a cause for re- 
jection by local-board examining physicians. Hence the 
desire to conserve the time and energy of examining den- 
tists who have been so faithful and loyal in their efforts to 
make a contribution to Selective Service in the field of 
dentistry. Some local boards have utilized the services of 
examining dentists in some capacity outside dentistry. This 
is, of course, permissible and it is not meant that such 
activities or help is to be dispensed with. 


Examining physicians in full co-operation with their lo- 
cal boards are now engaged in reviewing the cover files of 
all registrants who have been placed in Class IVF because 
of some physical disqualification. They have been called 
on to exercise sound medical judgment in studying these 
records so that those registrants who are hopelessly dis- 
qualified for all military duty will be kept at home 
and all others who are qualified for full or limited military 
duty will be sent to the induction station. 

A study of registrants in Class IVF because of a mental 
or nervous disorder is about to be undertaken. It will be 
confined to groups of ten or fifteen registrants from each 
of fifteen local boards scattered throughout the State, ur- 
ban and rural areas included. The purpose of this study 
is to determine what proportion of the registrants in this 
group are qualified, under present standards, for full mili- 
tary duty, as well as to discover what number, if any, now 
disqualified for military duty are fit subjects for psychiatric 
or other methods of rehabilitation. 

Recently, local boards were directed to begin imme- 
diate preliminary reclassification of all married men with 
wives only. This is of immediate and pressing interest to 
those members of the medical profession who are now 
in Class IIIA either because of collateral dependents or 
because they are married and have no children. The de- 
mand for medical officers in the armed forces is insistent: 
it is pressing; it is imperative. Medical men in the two 
categories named above who have been declared by the 
Procurement and Assignment Service to be available for 
nilitary duty should apply at once for a commission 
through the Medical Officers’ Recruiting Board, 319 Long- 
wood Avenue, Boston. There is always a chance of delay 
in processing the papers. Occasionally x-ray and other 
studies are necessary. Local boards are no longer per- 
mitted to defer the induction of a registrant so that he 
may apply for or await the processing of an application 
for a commission. If a medical man has delayed in ap- 


Zi 


724 


plying for a commission and his order of induction has 
been issued, he may be inducted and have to serve as an 
enlisted man before the commission catches up with him, 

As the need for medical men in the armed services is 
becoming more generally recognized, there has been a 
noticeable stiffening in the attitude of Selective Service of- 
ficials toward members of the medical profession who have 
been declared available for military duty yet who refrain 
from taking the necessary steps until it is almost too late. 
National Headquarters, Selective Service System, in Local 
Board Release, No. 89, has said, in part: 


In considering the classification of a registrant who 
is a qualified medical doctor, dentist or doctor of vet- 
erinary medicine, the local board may, if it finds such 
registrant should not be deferred for reasons other than 
dependency, take into consideration the pay and al- 
lowances which such registrant would receive in the 
event he is commissioned in the armed forces. In 
practically all instances the pay and allowances of 
such registrant, if he were commissioned as an officer, 
would be sufficient to eliminate the question of de- 
pendency. 

In this connection, it may be said that it is probable that 
Selective Service will begin inducting men with dependent 
wives in the very near future, possibly in November or 
December, 1942. 

If a registrant applies for a commission and he is re- 
fused, either because he is found physically disqualified 
or for any other reason, local boards have been asked to 
consider classifying him in either IVF or I14. Class IVF 
will be restricted to those registrants whose physical exam- 
inations by the Medical Officers’ Recruiting Board reveal 
the presence of a physical defect which would normally 
cause rejection at the induction station. 

Students in accredited medical, dental or veterinary 
schools may apply for a commission in the Medical Ad- 
ministrative Corps as soon as they have been admitted to 
the freshman class. Local boards have been asked to con- 
sider for occupational classification (Class I14) students 
who are in good standing in a medical, dental or a vet- 
erinary school, as well as those who are in an osteopathic 
school. This is on the theory that such students are in 
training for an occupation necessary in the national 
health, safety or interest. . 

LreuTENANT Vicror D. M.C., A.U.S. 
State Medical Officer 


38 Chauncy Street 
Boston 


MISCELLANY 


PULMONARY TUBERCULOSIS 
AMONG SPANISH-SPEAKING PEOPLE 


To meet the menace of a rise in the tuberculosis death 
rate due to war conditions, a renewed emphasis must be 
laid on special problems in the fight to control and ulti- 
mately to eradicate the disease. It is timely and pertinent 
to call attention to certain of ‘these problems in which as- 
sistance of the general medical profession is indispensable. 

Industrial problems and racial problems stand out clearly 
against the background of national health, which is threat- 
ened by the exigencies of war. A cogent article (Wilson, 
W. J. Pulmonary tuberculosis among the Mexican popula- 
tion of Weld County, Colorado. Rocky Mountain M. J. 
39:432, 1942) is illustrative of the situation existing in 
various parts of this country, one which can only be met 
by concerted action on the part of the medical profession. 
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The problem in Weld County, Colorado, differs in extent 
but not in kind from countless similar ones that confront 
physicians throughout the country. 

* * * 


It is a well-established fact that the incidence of pul- 
monary tuberculosis varies markedly in different races. 
Roughly, there appears to be an increase in incidence as 
the pigmentation of the skin characteristics of the race in- 
creases, and also an increase with the magnitude of climate 
change occurring when the darker-skinned races migrate 
to colder regions. Thus, a native of the tropics coming 
to Colorado to live is more liable to contract tuberculosis 
than a native Coloradoan. Whereas the present death 
rate for tuberculosis in the United States Registration 
area is approximately 36 (in 1940) per 100,000 population 
in Whites, the rate for Negroes is almost three and a half 
times that number. 


The incidence of tuberculosis in the Mexican falls be- 
tween the rates for Negroes and Whites. However, re- 
ported figures have shown fairly wide variations. These 
Variations are to be expected, since the Mexican who was 
born and raised in the Rio Grande valley and who later 
moves across the river into the Texas side of the vailey has 
made no change in climate at all, but the Mexican who 
tnigrates from Monterey to Colorado has made a very 
decided change. It is therefore expected that the incidence 
of tuberculosis among Mexicans coming to Colorado will 
be greater than that among those stopping in southern 
Texas, New Mexico and Arizona. 


The Weld County study, under the joint sponsorship 
of the Weld County Tuberculosis and Health Association 
and the Weld County Health Department and Public 
Health Laboratories, shows the tuberculosis problem that 
exists among the several thousand Mexicans residing in 
this Colorado county. Nearly all of them are occupied in 
farm work, mainly the planting and harvesting of sugar 
beets. Over half of them live in “Spanish colonies.” Liv- 
ing conditions are quite uniformly substandard and 
crowded. This undoubtedly contributes in no small meas- 
ure to the picture presented by this study. 

During the thirty-month period from September 1, 
1939, to March 1, 1942, a case-finding program was care- 
fully conducted among the Mexican population of Weld 
County. A total of 1745 persons were tuberculin tested, 
and all positive reactions followed up with an x-ray ex- 
amination, Of the reported studies, very few have con- 
tained complete follow-ups of all positive reactors. The 
Weld County study is now complete except for the prog- 
ress following diagnosis and treatment of all active cases 
found. 

The tests were made, for the most part, in “Spanish 
colonies” after showing a series of educational films pro- 
The 
interest response was very gratifying, and all age groups 
attended, as is shown in the figures of Table 1. The ages 
ranged from less than two years to over seventy. 

The remainder of the persons included in the study 
were segregated from the testing programs carried on 
in the schools of the county, and a few persons who 
were tested for various reasons. On the whole, the group 
studied should represent a very nearly accurate cross 
section of the Mexican population of the county. 

Of the 1745 persons tuberculin tested, 745, or 42.7 per 
cent, had positive reactions. These 745, along with forty 
other persons from families in which active tuberculosis 
was found, were given chest x-ray examinations. These 
forty people had not had previous tests. 
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In 481 of the chest x-ray films, there was no evidence of 
tuberculous activity and they were dismissed from fur- 
ther study. 

In 304 cases, radiographic evidence ranged from merely 
suggestive to definite evidence of disease. These were re- 
ferred to the Chest Clinic of the County Health Depart- 
ment for further study, including physical examination, 
sputum examinations and cultures. Sixty-one persons were 
found to have active pulmonary tuberculosis. Of these, 
51 had far advanced disease, 4 had moderately advanced 
disease, 4 had unusual lesions and 2 refused to co-operate. 

Based on this study, the incidence of tuberculosis among 
the Mexican population of Weld County is found to be the 
staggering figure of 34.17 per 1000 population. — Reprinted, 
in part, from Tuberculosis Abstracts, October, 1942. 


NOTE 


The Salem Tumor Clinic held a teaching clinic at the 
Salem Hospital, on Friday, October 30, with Dr. George 
W. Holmes, professor of radiology at Harvard Medical 
School, as the speaker. Dr. Holmes spoke on “General 
Aspects of Irradiation in Carcinomas.” 


CORRESPONDENCE 


CAROTID-SINUS REFLEX 


To the Editor: In an article published in the Septem- 
ber 24 issue of the Journal, entitled “The Significance of 
the Carotid-Sinus Reflex in Biliary-Tract Disease,” by 
Engel and Engel, the authors offer some interesting ob- 
servations. However, their conclusion that a hyperactive 
cardioinhibitory carotid-sinus reflex in cases of biliary- 
tract disease is due to “sensitized nervous pathways” is not 
warranted from their limited observations. Do they im- 
ply by “sensitized nervous pathways” a lowering of the 
synaptic resistance in the vagal center, in the ganglia of the 
heart or in the resistance offered by the myoneural junc- 
tions of the vagus? Or, do they mean a hypersensitivity 
of the vagus nerve? Furthermore, what brings about such 
a state? Is it due to a chemical substance elaborated by 
the disease or to some reflex factor that summates with 
the impulses coming from the carotid-sinus region? In 
the latter case one should not consider it sensitization, 
but summation. 

From a physiologic viewpoint, coronary disease, mean- 
ing not merely coronary sclerosis but also coronary insuf- 
ficiency, may explain a_ hyperactive cardioinhibitory 
carotid-sinus reflex even in the authors’ few cases. All phy- 
sicians are familiar with the anginal syndrome induced by 
biliary-tract disease in some patients, especially in the older 
age groups where coronary sclerosis is usually present. The 
authors themselves observed it in some of their cases. It 
is also now generally agreed that the anginal syndrome is 
due to acute coronary insufficiency caused by increased 
heart activity during effort or excitement, or by reflex 
angiospasm of the coronary vessels. It can therefore be 
readily understood how acute biliary-tract disease may 
produce coronary angiospasm and resultant coronary in- 
sufficiency by impulses set up in the interconnecting vago- 
sympathetic system of the abdominal organs and the 
heart, and thus produce the anginal syndrome and a low- 
ering of the resistance of the myoneural connections and of 
the ganglionic synapses of the vagus nerve in the heart. 

It is interesting to find that all the authors’ 18 patients 
who presented a positive carotid-sinus cardioinhibitory re- 
flex were. over forty-one years of age, and most of them 
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over fifty, when coronary sclerosis detectable or not detect- 
able by clinical or laboratory means is to be expected. The 
potentiality for an acute coronary insufficiency to develop 
in such cases under any provocative factor is always 
present. 


It would be interesting to learn how many patients 
less than forty years of age exhibit the anginal syndrome 
and the hyperactive cardioinhibitory reflex in biliary-tract 
disease. The fact must be appreciated, however, as I have 
brought out in my papers to which the authors refer, 
that the hyperactive cardioinhibitory carotid-sinus reflex 
often occurs also in the absence of coronary disease, prob- 
ably owing to a constitutional weakness in the synapses, 
which lowers their resistance. 

The authors are wrong in their implication that I advo- 
cate the hyperactive cardioinhibitory carotid-sinus reflex. 
as the sole diagnostic factor in coronary disease. I sug-. 
gested its use merely as corroborative evidence in patients. 
who present clinical evidence suggestive of the presence of 
coronary disease. As such it is occasionally of greater 
value than the electrocardiogram, and is oftener positive. 

Those who have had sufficient experience in electro- 
cardiography know full well the limitations of the electro- 
cardiogram as a diagnostic means. 

Louis H. Sicrer, M.D: 
255 Eastern Parkway 
Brooklyn 


POLITICAL RESPONSIBILITY 
OF PHYSICIANS 


To the Editor: Physicians are not properly represented! 
in the legislative bodies of our cities, states and the Na- 
tion. Members of all other occupations, business and pro- 
fessional, are elected to office. Since physicians are not 
stepchildren they, likewise, should have adequate repre- 
sentation. I have often and in various ways, at Council 
and district meetings, tried to exhort, enthuse and en- 
courage physicians to make the sacrifice to become candi- 
dates for the Legislature. Indeed, at the recent primaries, 
after having failed to persuade a single physician to be- 
come a candidate, I was finally persuaded to seek the 
nomination in my district. Since compulsory state medi- 
cine is a possibility and since other important medical 
matters are scheduled to appear before the Legislature, 
Congress and the courts, it has become absolutely necessary 
that physicians should take part as members of the law- 
making bodies. 

The National Physicians’ Committee, whose work and 
activity were approved on June 9, 1942, by the House of 
Delegates of the American Medical Association, has ex- 
posed the existing conditions of medicine. We pay taxes 
and do millions of dollars’ worth of careful and faithful 
work for the poor (and even for many who can afford to 
pay us, and do fot), but no one is taking our part; we 
certainly do not merit the treatment we are receiving 
from politicians and the public. 

Laymen seem to think that they must have lawyers in 
the law-making bodies. Of course, they are wrong, but 
it is up to us, who protect their health, to make them 
pay a little attention to our ideas. When an organization 
comes annually to the State House and wants to repeal 
the vaccination law and another wants to prevent us from 
using animals for experimentation (at one session, this 
was up for a second hearing), it is high time that we 
should protect the population and ourselves by having 
our own representation, 
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If compulsory state medicine is passed, the politicians 
will be in control and will order physicians around. The 
fine relations that exist between patients and physicians 
will disappear. Progress and advances in medicine will 
cease, and chaos will arise. Perhaps some physicians will 
benefit by this for they will work short hours and re- 
ceive a fair salary. 

Compulsory state medicine would take in hospitals, 
physicians, nurses, pharmacists and everything else that 
has to do with medicine. This would involve an expen- 
diture of somewhere in the region of $3,500,000,000 to 
$5,000,000,000 (which would be controlled by politicians). 
Physicians must take a determined interest in this matter 
and definitely express an opinion. California has already 
defeated such a measure — physicians, hospitals, nurses 
and pharmacists must awake and act, not tomorrow but 
now. 

Since the Massachusetts Medical Society has just started 
a plan that will eventually, I trust, take care of the com- 
plete cost of adequate medical care, there seems to be little 
excuse for compulsory state medicine. If we, as physicians, 
take heed at this time and pay attention to the advice of 
the American Medical Association and of the National 
Physicians’ Committee to take our own part, we can bene- 
fit, and any proposed bill to inaugurate compulsory state 
medicine can be defeated. 

Henry M. Lanpvesman, M.D. 
429 Marlborough Street 
Boston 


DEPRIVATION OF LICENSES 


To the Editor: At a meeting of the Board of Registra- 
tion in Medicine held October 14, the Board voted to re- 
voke the license of Dr. William E. R. Basch, 183 Harvard 
Avenue, Allston, because of gross professional misconduct 
in the practice of his profession. 

H. Qumpsy M.D., Secretary 
Board of Registration in Medicine 
State House 
Boston 


To the Editor: At a meeting of the Board of Registra- 
tion in Medicine held October 14, the Board voted to re- 
voke the license of Dr. Earl Gordon Hersey, 12 Faxon 
Road, Quincy, because of gross professional misconduct 
in the practice of his profession as shown by his convic- 
tion in court. 

H. Quimsy Gatiupr, M.D., Secretary 
Board of Registration in Medicine 
State House 
Boston 


REPORT OF MEETING 


WILLIAM HARVEY MEDICAL SOCIETY 


The season’s first meeting of the William Harvey Medi- 
cal Society of Tufts College Medical School was held at 
the Beth Israel Hospital on September 25, with Dr. 
A. Warren Stearns presiding. The speaker of the eve- 
ning was Dr. Alan Moritz, professor of legal medicine at 
the Harvard Medical School, and his subject was “Dis- 
tinguishing Characteristics of Forensic Pathology.” 

In contrast to the ordinary hospital postmortem, the 
medicolegal autopsy is usually of immediate importance 
to some living being; in fact, it may determine the life 
or death of such a person. It may also serve to place great 
financial liability. The hospital postmortem, on the other 
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hand, usually has only educational value. The medico- 
legal autopsy, furthermore, is frequently contested hotly 
by one or several “experts,” whereas when the hospital 
— gives his opinion it is usually considered 
nal, 

One of the problems of forensic pathology not ordinarily 
met by the hospital pathologist has to do with identifica- 
tion. Strange as it may seem, there are an astounding 
number of missing persons at any one time, and the lack 
of interest on the part of relatives and friends may be a 
great handicap. Often nothing but a skeleton is found, 
and even bones of bears and the primates have sometimes 
been confused with those of human beings. The roent- 
genologist is often of inestimable value in determining 
the identity of an unknown skeleton. Often age can be 
fairly accurately computed from the character of the 
epiphyses. The height may be estimated by Pearson’s 
formula, even though only the humerus or femur is avail- 
able. Sex may usually be recognized from the clothing 
and, failing that, from the character of the pelvis and 
other bones. The approximate weight of the individual 
is somewhat more of a problem, but can sometimes be 
estimated from stature and clothing. 


Information regarding the time of death is frequently 
of inestimable value in ruling out certain persons in a sus- 
pected crime. One cannot always accurately determine 
the exact time of demise, but it is often sufficient to place 
the time within a few days or even within a certain 
month. Specimens taken from different areas of injury 
may confirm the suspicion that the wounds are of dif- 
ferent ages, that is, that some were inflicted an appreciable 
time before death. A botanist may aid by determining 
how long a plant or bush has been crushed beneath a 
body, and an entomologist may add some information by 
judging the age of the eggs of vermin found devouring 
a body. Either may place time of death within a two- 
week period and thus incriminate or free a suspected 
person. 

The medicolegal pathologist must develop a suspicious 
mind and never be satisfied with the plausible cause of 
death. An example was cited where a man known to have 
coronary disease was found dead with no evidence of ex- 
ternal violence. A complete autopsy, however, revealed 
a recent large subdural hematoma underlying a bruise of 
the scalp, which had been covered by his bushy hair. To 
determine whether or not a death is accidental is often of 
extreme monetary importance to the relatives of the de- 
ceased. There are many places in the body where ex- 
ternal violence may be easily missed or where the latent 
period between injury and death may be long enough to 
allow healing of the external wound. On the other hand, 
death from coronary infarct or cerebral accident may be 
complicated by the finding of signs of external violence 
that are, in reality, secondary to a fall. 

A knowledge of the fundamentals of firearms is al- 
most a prerequisite for a good forensic pathologist, since 
it is often his duty alone to call attention to some irregu- 
larity in the death of a person who has been shot. Such 
acuity may result in a decision that the shooting was ac- 
cidental rather than a homicide. The pathologist may be 
the only one responsible for collecting bullets or other 
material that may serve to determine the origin of the 
ammunition and the gun. Ballistics experts are valuable 
in identifying the gun in question. The character of the 
combustion residue on the hand or clothing of the de- 
ceased may be an important clue in a question of suicide 
or homicide, and the amount and distribution of powder 
around the wounds of entrance are of great value. 


